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(57) Abstract , . „ . , 

Compounds of general formula (I) or salts thereof, useful as the active ingredient for appetite regulating agents efficacious tor 
neuropeptide Y-related diseases, hyperphagia or the like wherein A is a five- to seven-membered hydrocarbon ring; L is -NR -CO-, 
-CO-NR 3 -, or the like (wherein R 3 is hydrogen, lower alkyl, or lower acyl); M is a connective alkylene group (wherein the carbon atoms 
constituting the carbon chain may be each replaced by nitrogen, oxygen, or the like); X is -S-, -O-, -NR 4 -, -NR 5 -CO-, a single bond, or the 
like (wherein R 4 and R 5 are each hydrogen, lower alkyl, or the like); Y is alkyl, aryl, amino, an aromatic heterocyclic group, or the like; R is 
lower alkyl, lower alkenyl, lower alkynyl, or lower acyl; and R 21 , R 22 and R 23 are each hydrogen, hydroxyl, lower alkyl, or the like. 
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#i ^ FY CKT, *W«»k:^v^t tnpyj « 36 

Stlfe [*^~ (Nature). 296 659 H (1982 *>]. NPY tt, *®75;i 
-5fcEWO«Pltt*^ pancreatic polypeptide <PP) 7 7 5 U 

MrM**n* Pancreatic polypeptide (PP) 

ana peptide YY(pn)*»6nw*. :n6PP77.r J ^fh'tt^ 

36 «®7 5 ✓ <C-**> ©M07Syti^A 

<**miT*»K ttK C-*« (36#gOT-ym:Y36) tt^n-»T* 

npy ^^^r>^#^^<^^^ fe ^ tfi^^it^i^ 
iij^>xu>^^-r^WJ^^> ^uyz^y • • 
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£<3fCl, NPY te3&S#&&*fc;fcl>T/;PXtf*7>J >t&ftLT&Q, 
»8*©*3Stti:W«LT^*. NPY ©*^^«ifiiWTO^^#^^ U / ;P 

^K>^-^v 3 ^.^^-±;i,-^^.^v^^_( International journal 
of obesity), 19*, 517 H (1995 30 ; x> u y n^- (Endocrinology) , 
133 #, 1753 JC (1993 30 ; :/UtV>^ . yftih t^- 77-7Jny 
— (British Journal of Pharmacology), 95 #, 419 H (1988 30 ]. 

NPY ©«IBtt*ffiXtt*ffi#fi*K:fip«Er S NPY © Y -5 H t 

K±Q«asn5. NPY^#£LT^£TK4>&<£t> 6 ii©^^^^^ 
iB$nt*r). Y3 SRtfOlfi^HisnT^i. Yl fiIl01^D-z> 
^$nfcS*#T* D^x^- 1^- (FEBS Lett. ) , 271 #, 81 H (1990 30] > 

Y2 Yl bT^SSnrtfeg 

^□v#;U-^XhU-(L Biol. Chen), 270 #, 22661 M (1995 50 ]. z 

©s**©»3saufi:ttijc:iHT» d , mz±m&n • mm • sttfr&^fcjeau 

Sfc*Jtfi^tt¥«t$nT^^:ti„ Y4g£#fct, hhYl^#:cDNA 
DyM-^7h'J-(J. Biol. Chen.), 270 #, 26762 M (1995 50 ]. f&m 

wiilm -mm -mm- /w»K:#£«n?a t>, m • • b • • j$bi 
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y v h«*T» cDNA H 7=? U -*^8EftS:»JWrs Y5 □ 
K:jfc»Lfc[*>f^- (Nature), 382 #, 168 H (1996 ¥) ]. Y5 Z&mt* ffi 
<D NPY &m&£<Dttm&& 35%J^Tt<g;<, ^SfflffittlBO«*TaRK:lR^$ n 

te7>*=f~X hibTfit^.«S^ NPY ©flsjfl^iRfcPIBrr* 

Mftti* 0!I TA/fr 

Wffl tetfJHfTT?** [hU>F^>-77-^n^-U-fi^ (Trends in 
Pharmacological Sciences), 15 #> 153 K (1994 1 = 
NPY O Y5 («T. rNPY/Y5 

&z) izn^xm^mm^mt^mmt. npyas zm&n* 
ffi%.z$/x\z%»wjzmm-e& o , ffi<£> y sis^fr©tt6tiSr jtiixufsefr s t 

NPYA5S*fr*n-Hf SJie^ £-t©JB£fcHbTtt, *a#fF 5, 602,024 
^,HR^IIW096/16542 m^LHK^ W096/46250 ^«i:W*Snt^5. 

NPYA5 Mfr^-r^tg^tbTtt, BUR&W W097/19682 mz\*7V-)V 
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x)ift>T$ FRtfxiuyy ^ \*mm&. mm&ffl W097/20820 mm&m 

W097/20821 ^ HIR&H! W097/20822 RZtmi&'Am WO97/20823 fffctt*^/ 

u >mm&. m&'jkm W098/35944 nRumm&m W098/35957 mz\zy ^ mm 

#.BII6&0H W098/40356 #Htt7$y \L U SIIB£H W098/24768 

SB£BB W098/25907 ^ BIB&m W098/25908 ^ fttfBIS&H W098/27063 #K 

tt t° 7 v-)vmm<£, mm/Am W098/47505 e \z \t^>9->mmmm^ $ 

^h^m^tlX^U^o fc*3, SBR&IJ!! W099/27965 -ff icfci, NPY/Y5 

**wo-«^(i)xtt-«^(iv) xmznzft^tmmmzmm-rz^ 
mtvxu, %twftm&m wmm sne&tn W098/01417 gaftn 

W097/400I7 ^ Wffi¥ 8-301846 ftmm 54-017932 #H§0g 

48-054061 alalia W095/04720^#:h^g#f^Sf| i, 299, 577 -Jf91*|B#, 

H»^WW092/15590 ^ BUR&B W098/06717 ^ HIR&H W094/14773 *H 
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OTF5.708. 187^W«»,*H#SlF5.814.653#W«».*«fcrjCC. R. Heb. Seances 
Acad. Sic. IS. 251 2728 H, 1960 ^, J. Phamacol. Exptl. The rap. & 99 

450 momztmznx^z. u^l^s, ^newjff*^^ * 
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Z. \Z <fb <E> o 

(i) x^n^mmit^m^ npy ^t^LT^tistbT* o , npy 

nt: npy/y5 ^mmz^\^xm^m^w^^^vx^^z\t.msz\n^<Dmm. 
^m^mmy.u±Bommo^ j pmm(Drzib(Dm^hvx^mx^^z\t^^ 

-r^b-^ *mmz* tib©— amu) : 




Lll -NR 3 -C(K -C0-NR 3 -, -NR 3 -CS-, -CS-NR 3 -. -NR 3 -S0 2 -, &^-S0 2 -NR 3 - (jS*. 
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R 3 i!7J^;H, Xtti£i!R7v;US$^U. M{£M7;v+;i/gx 

tefg^ T ->;UST?e«l $ tiTt^T & J: < , m i/ tr a 7 ;Mp u >m\z l X fi 

-0-, -NR 4 -, -NR 5 -C(K -NR 5 -CS-, &Z>*-NR 5 -S0 2 - RHi7K^^, 
tt2 ^±<0«&££^TLT^T*> £ < , Wt7 )l>*)lMtemmm$:^/vT^T% 



^d&^T R 4 



Xti±f2-NR 5 -C(K -NR 5 -CS-, RZS-W-S0 2 - R 5 \Z-kmtmmx&Z>) 

Ytzmmm. \~2o m<D7)V3r)i& m7)^jvm\tmmm^/vx^xh^), 
m.m^-um<D7^-)vm.7^jm.mm^\^%m<D=ej7)v^-)V7^jm. 
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& i?i&mT)v*)\,7^;m, i&mT^jir^/m. a^TSHSi^ass* 

±fE^^$f^UU^HI^ctn^ ±13-1855; (I) IZ&^T, 

A\t^7 m.<omt7Kmmm (i±n«*iiv «»7->;i<ak 
ems^WLTfect<. i«7yjn, 

^vS^lX«2f@J^±©«^S^ ; tbTV^T : foJ:Vi) ; 

Ltt, -NR 3 -C(K -CO-NRK -NR 3 -CS-, -CS-NR 3 -, -NR 3 -S0 2 -, &tf-S0 r NR 3 - <x$*, 

M^^ic 2 -10 f@cD7 u 1^ >5I«Mtt 1 XJi 2 TO*± 
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-(K -NR 4 -, -NR 5 -C(K -NR 5 -CS-, &^-NR 5 -SO r R 4 &l>*R 5 te^ 
^"T^\ A^^>if>m^:^tm^lZ\t, Xte±i2-NR 5 -C(K -NR 5 -CS-, 

-nr 5 -so 2 - ^\t±mtmmx^^) ^^^m^^m^n^m^^v ; 

Hit l^mcD^yyjv^rjiy^/^ mmwtl~~\§ mv>i?7 )V*r)V7 ^ J m 
R'Hfg^7;^;«, &mT)i*—)im* K.umk7i/)vm 

±IBCD$f^U^^^*3^T, A^TIBcD^(Ia), (lb), Xte(Ic) : 
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( la ) ( lb ) ( Ic ) 



ff * b V>„ * b V^tt*Kl«kn«, L tf-NR'-CO-T D , x^-nr 5 -co- 

-C0-NR 3 -TSD, X^-NR 5 -CO-X«-NR 5 -S0 2 -T&^±IS-^(I)T'^$n^><b^ 

(XXI) : 
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R ,03 ti^^i-2o pcdt^^;ws m7)^jm\tmm^^Ajx^xh^ 

<> 1 Xte2{0^±(£>«^S£WLT^T&J;^) R IO2 ;KLZ>*R 103 te5^£ 

R' 04 , R' 05 , Rtf R 106 tt*n*n»£K**J5H\ ffii7JV+JH, 
Tzsfrm* ®M7)Vu*i/m. An^r>fC^, 75/1, t7 fcWi.7 )V*)V7 5 
SM, ¥{&m7)l*)l7^;m. Hi7yJl/75;l, &CJ!75 h'i^^SIS 



xtem{&m7)in*i/mzixfe2m&±<Dmmm&#isT^xh&^) 




(la) 



(ib) 



(Ic) 
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_tfE-«5£ (XXI) T«SnSft^«»Xtt-t©Ja ; R IM ^t7J^i^±«iii 
^^JV»7^I. t Fn^y7^JH, k Fn^y7MM*^ 

- )VT $;7J^ 7" h^v/u bD7 v u ^ *V u 
t:u>?;i/^ =e;u#u~;vak ^mu/s, ^5?;s, 

tXry-M, kXUy/S, tf^U^-;«, tfn'Jv-^ HJ7VU 

^ (xxi) n^it^mx^cDmnm^ nz>* 



1=1 



■T SSBKJBC^ iiife fc#jW*»*<TE<z>--«5C (xxi I) 



(R ,07 ) m 
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(CH2) n 
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C^4>, Xtt-CH r , -<K -S-, -NIK XH-NR 108 - R' w tt<£»7;W**iS, 
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n ^ 1—4 ©3I&£^L ; 

R ,B7 tt7kK«, 7^S, v7JS, f£M7JU*JUg, «7JU^>S, (£« 

TU-JUSfilX«2f@^±coM^S^WbT^TfeJ:^),X«-\T : -n^S^^ 

0, E-Tfc£fcoTl,vTfcJ:trO T*b£n*SlT**±KMR5£ (XXI) 

; RZS X tf-CH,-. -Ck Xtt-S-T*3±gB-#a (XXI) T 

±!2-^S;(I)T^$n^^^Xi«<7)J^« NPY £^#K:fcfLTI®fttf4£W 
LT^d D , «F^NPYA5S*#OU^>K^UT^fflU NPY ©flUfl §85 SWfflrr 

tot, ±-tz-^(i)^mznz>4t&®xfc^<Dmt. mr- 
m^T^mm, tot>vtmm zm&n^viRif/xteHimizm 

Mtf fc^-n e> (DTkmwRzs^rti e. s satin 
^satinsawog^ stoi»*ST*,T, ±E-*sc(i)Tasti*fl: 
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(IV) 



ca+, A ' ti 5-7 j|©ifcfc**SI« (SLhK:tt*»£. «* 

^ ^ i«n^> 1 xtt 2 i^±o lis ^ 1 1 1 <t < « K«»r;w^r^*^ k« 

L ' tt. -NR 63 -C(K -C0-NR 6 K -NR 63 -CS-, -CS-NR 63 -. -NR M -SO r , &tf-S0 2 -NR 63 - 

Q»7;^;WS, 7)V>r=.)V&* 7)\>*-)& 7)V^)V7)V^)Vm. ~>*n 
MJVy^7Mi^. y^7P7iVWiWH< S^7MiV7f^D 

t;^;«^ s ***** & a«ns««x (Mt&sft i x« 2 «su:©«fc£ 

^WbTWrfc^V*) £^b ; 
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El^SiSns. ±i2E^©§Sj£fc86©±f3-j!g^(lV)T^$ns 
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LTH C,-C 20 7^^;«. ffSKHCfC^WH. J: 9flf£b< C,-C| 
3 6KlSF*b<ttC r C,7;W+;W36, #K:»*b<tt c,-c 4 7;wu 

mm^vmmm* \~im* $?£b<tii~5i@, #t-$?^b<« i~4 

i^^l <£»7;i/*Jl'2£fcbTtt, X^;U*, n-yn 

b°;VS, -f V^ntfJUS, y^oyDbVH, n-:/^;t/g> sec-^;W*. tert- 

.t d # * b < M*si5£xtt 2 s*s;©arMi*£ffi v>* 3i 7 u 

©K*»tt6~20fi, £?£b<te6~16fi, J:D$F3:b<tt6~12ff, SBKlSf 

b < 3 cfc t) » * b < ttmssaixtt 2 gi^CD^ 



15 



WO 00/63171 



PCT/JPOO/02573 



# 



nmm&M^Lx^& 0 ^9-nmmzm±(D&m(D&wxu£? z z\ t&T*% 
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x;Ug, fcfU^x^g, ^>H'Jy-JH, ^V^>F'JJH> 3H-f >KU;U 
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A^^fi/M^yi, ^-tJ-vu;^ ^7 4 /uji/S, hUTyuji/S> 
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tK^S, <£8R7;i/3^g, {&m7z/)im. \^m.7)Vzi^-^m. StfAn^lK 1 ? 1 
fre&SiW^lltiftS 1 zm2 0R±<£>MmS£WbT : bci;<, MiSMT;^ 

Lx^xh^o A<Dm±tzft&-rz>wWkMtLx\z. {&m7Ji*)i^ &y 

— JKjS (I) K&^T, Ltt, -NR 3 -C(K -C0-NR 3 -, -NR 3 -CS-, -CS-NR 3 -, -NR 3 -S0 2 -, 
S^-S0 2 -NR 3 -^e>/j:^)H^^jl«n^^S?r^f o R 3 te7kg§fC^ <£»7;Mr 

xtt<£SR7^;us*^'r^, £?£b<te> tK^M^ x^p;« 

EU:©fi&g£WbWC ! bJ;V*j&*, £0£-5&wmS£LT, M*J£An^> 
fC^ft: £&mfZ> H S. $? * b < tt, L tt-NR 3 -CO-X«-CO-NR 3 --e^ 0 , 

$ £> t'Sf £ b < te-C0-NR 3 -T£> 0 , ^fl$f ^ b < &-C0-NH-TS5. 

M«r-^2~io^@cD7;i/^ri/>^S^^b, M7;i^i/>^£Sfc£i xtt 

2f@J^±<Dg^g£WbT^TfcJ;<. S7;U+U>itJSS©^3S^ttl Xli2 
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20 c CM00 t CT&D> JfSb<tt (TC-^i&Tfc*. Sj&Bf RSHiiifi? 10#~3B 

Sis^i-6n^viT, A-v^zrLZ>mit7kmmm±<Dwm^ r 21 * r 22 * stx 

<S^£&7> 

i?*r—f)V' jr7* • • Vit>f7f-f- IS, 8 3 31 (192 4) ©SB- 



A"\mmtmmx&z>) Ti^^n^^t-^ : r 10I -x' (st*, 




H 
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arrao, #£L<tt murage i Br$x$>z> 0 




(XXV) 
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p^iTabt), »^b<tti^Fia^e> i hp^ts-5- 

^FffiTtSlCS^T, -jKiCttXVI) : 




(XXVI) 



Umtes Mt-20 < C~100 < CT&9, £P£ L < te-20 t C~^ST&£ o ^/frl^te 
ii^ 10^—3 HF^TftO. $?£L<fcJ:ll5Ha*S 1 BFaTfc*. 
±l2T#e>nrc-^it(XXVI)O^^J^-^^:HN(R 102 ) (R 103 ) (5£4u R 102 ^ 

liMitl/Ttt, fh7th'D77X 
y^fJVTt h7 5 ^QO^^X 7-fe h- HJ ^&£©-H&© 

S^ia^tt, jH£ 0 < C~200 < CTa&D, ^Sb<«^~120 t C-CS^)o sprang 

teas- io^~3 bFb1t*o\ $?^b<«iP#F^^e> 1 bf^t»s. 

JLIBStjgffilC«fc0^e>nfc— «^ (XXV) T*^£n£fc^j£--^5t : 
(R 102 ) (R 103 ) N-CO-X 1 R l02 » R ,0 \ X 1 ttffifiS^^TfeS) CDfc^^if^U 
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-is^axDcD^^ft^^fcT^So zziz, -jk^c (xxiii) -c^znzit 
^m^mjtvxT^ymzmmvrc^ — jk^c : (R 102 ) (r 103 ) n-co-x 1 ess*, r ,0 \ 

R 103 , X'«t1JfH<h|WI^Ta5?)) ®^#)^Ug^LT-^ (XXVII) : 



ib— jjssc (i) (iv) ^.^^n^it^m^^-rnhmmt^ z ttrvg 

TSTi^iRBjfgT&S/^\ Protective Groups in Organic Synthesis, 

T.W.Greene, John Wiley & Sons, Inc., 1981 &££#flrrs£ 9S#W* 

(i) T»mt£n%*mm<Dit£!MRzs-®L3: (iv) t^snsMn npy 
(iv) -e^snsfc^wi, npy ©f^ffl^^^piirs^ ^fbt^o, npy 



H 




H 
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mffife. mmm. mzj ux^n-ji^m. mmitm. mmmkfc. -fcji^y^ig 

^m\z^^mm^n^mm\^-^(\)x^n^{t^m^n^m^mizn 
§$nsf^ mu\z^n^<D7K^x\t^n'b(Dmmmm^u^M^^m 
\tn^mm.x\t-^(i\)Tm^n^it^^zf±m^mz^m^n^^(D^ 

&mn&*3-\zm-Tz&ffl<Dm£isTU. mah gum ^issu ©am. mm 
mBL&wm* m^mmm, &vm* &nm* &sm* x\mHMu 

m<D^m^mmm^£hxmmh. mmz7kxnm,(DM%umfc m^u±m 

msau iraai, mm. mmm* mvm* &&m* mmitm. ytn<m* 3-^ 
-ovm. saau sfflHflf^i. ^s*»j, «?affli, <imsu jus* 

<m. m&M* #5Rfi:*i, phw»si, twtau mra, 
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saw. #mm* *tim<m* mmm. mmm &im* mmi. mmm. mmm® 
m. mmn. mum. mum. ®&m. mmitm. mm. mmnu mmmrnm. 
mmitmfe E&mjz> z <h^T#, c n e £ 2 msk±ffi.fr&MTm ^x&£^ 0 

mw,£mm. Mmum^tmn) izmM-ztix^zox. mm^zmmmf&wvm 
mizmcxm^cDmmmmm^m^iv, mm^xmm(Dijmz^xmm<Dm 

/£#T&3±IE<D%K£ 1. (WlOO* (W/WK jff^b< 1. 0-60X (W/W) tfcZ>£ 

oizmm-rzzttfxgz* 

-tf^5 l >, ?lh, en, ggfcep^x y>y>, ^ B H tJi/D 

U >JS:(HOfi^Jffl^Jni»*ffl^sc:i:^-e#S^ £ft£>fc^£ft££<hte£i: 

«K ^£©8S* &WiU£<Dm*<D&mzmCX. MHOS 

D ti^^it LT 0. 1-100 mg/kg £&5 «fc 5 fc, - B 9 

T££<!:j&*T^ ^jgPg-¥©<l^«, 0.001~10 mg/kg $-0 0 -©Xte 

&mzfttfX&5--?2><DfiWl£Ll\ 
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mmm 1 : it^m 1 - 1 <D£r& 

2. 00 g<D 5-7^ y-n-W&£ 25 mL <D lN-zk^{b± h U #A*jgi£l;:*g>&>U 
3. 87g© 1-^-7^ U>X;i/*—;i/^D'J H*JP^ ^i&T4^FW«l^L/fe. SJft 

*>7^ H (0. 73 g), 0. 50 g CD 3-7 2. J -9-JL9- Jltl )MVJ-)V$: 5. 0 mL 
*^;M^!/A75 KfcJ£#U 0.45 g £> WSC ^in^ST 3 B£P.aj*# 

«EET»3:T*ffiL/fc. f££nfc^g%££nn3M/AT?ifc#U 3i&LT0. 83 g 
(Dit^m 1-1 £t#fc 0 

'H-NMR (300MHz, DMS0-d 6 ) 6 1.30 (t, 3H) , 1.41 (m, 2H), 1.54 (m, 2H) , 2.20 
(t, 2H), 2.83 (m, 2H), 4.40 (a. 2H) , 7.16 (dd, IH, ), 7.4-7.8 (m. 7H), 7.9-8.3 
(m, 5H), 8.36 (s, 1H), 8.66 (d, 1H), 9.80 (s, 1H) 
FAB-MS We) 500 (M+H) + 

mmm 1 ^m^rcmn^n^nmm<Dit^mzMBT^mmzm^ mzn 



mmm 2 : 1 - 2 

'H-NMR (300MHz, DMS0-d 6 ) 6 1.2-1.6 (m, 6H), 1.30 (t, 3H), 2.20 (t, 2H) , 2.79 

(m, 2H), 4.40 (q, 2H). 7.16 (dd, 1H), 7.4-7.8 (m, 7H>, 7.9-8. 3 (m, 5H) , 8.39 
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(s, 1H), 8.66 (d, 1H). 9.80 (s, 1H) 
FAB-MS We) 514 (M+H)* 



mmm 3 : oc&m 1 - 3 

"H-NMR (300MHz, DMS0-d 6 ) (5 1.0-1.4 (m. 8H), 1.30 (t, 3H), 1.49 (m, 2H), 2.25 
(t, 2H), 2.77 (m, 2H) , 4.41 (a. 2H) , 7.18 (dd, 1H). 7.4-7.8 (m, 7H), 7.9-8.3 
(in, 5H). 8.40 (s, 1H). 8.66 (d, 1H). 9.84 (s, 1H) 
FAB-MS We) 541 (M+H) + 



'H-NMR (300MHz, DMS0-d 6 ) 6 1.29 (t, 3H), 2.53 (m, 2H), 3.11 (m, 2H), 4.39 

(q. 2H), 7.17 (t, 1H), 7.4-7.8 (m, 7H), 7.9-8.3 (m, 5H), 8.34 (s, 1H) . 8.68 
(d. 1H), 9.92 (s, 1H) 
FAB-MS We) 472 (M+H) + 



%mm 5 : \t^m 1-5 

'H-NMR (300MHz, DMS0-d 6 ) 6 1.30 (t, 3H) , 1.70 (m, 2H), 2.30 (t, 2H), 2.85 
(m, 2H), 4.40 (q, 2H), 7.17 (dd, 1H) , 7.4-7.8 (m, 7H), 7.9-8.3 (m, 5H), 8.34 
(s, 1H), 8.67 (d, 1H), 9.82 (s. 1H) 
FAB-MS We) 486 (M+HK 



mmm e itt>m 1-6 

'H-NMR (300MHz. DMS0-d 6 ) 6 1.30 (t, 3H) , 1.4-1.7 (m, 4H). 2.26 (t, 2H) , 2.82 
(e 2H), 4.41 (a, 2H), 7. 17 (dd, IH), 7.4-7.9 (m, 8H), 8.0-8.2 (m, 4H), 8.37 
(s, 1H), 8.42 (d, 1H), 9.83 (s, 1H) 
FAB-MS We) 500 (M+H) + 
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mmm i : x&m 1 - 7 

'H-NMR (300MHz, DMS0-d 6 ) 6 1.2-1.7 (m, 6H), 1.35 (t, 3H), 2.27 (t. 2H), 2.84 

(m, 2H), 4. 26 (q, 2H), 6.44 (bs, 1H), 7.1-7.7 On. 6H). 7.84 (s, 1H), 7.96 

(dd, 2H), 8.20 (m, 1H), 8.27 (d, 1H), 8.40 (m, 1H), 8.96 (d, 1H) 
FAB-MS We) 515 (M+H) + 

8 : <k&Vo 1-8 <D&f& 
i?^—r)\> • - *"T4 ^-T)V • HJ-fS (J. Med. Chem. I3 5t, 

2 7 2i (199 zm mm<Djjmz&ymm;i'tz N-Boc-6-r^/^^n>m 

(7. 58 gK 7. 58 g<D 3-7 5 y-9-X^;l/# jI/A*V*— )IZ 75 mL <D 

7$\*izmmis* io. 4g©wsc&&i££;Dn*.^i&"T?3. sftmmftistZo kj&wz 

=H*>/g^x3Ml/ = 1/1), 10.3 g© 3-(N-Boc-6-75 /^yP-TJW 7 5 7 

-9-x^#;w\V->u^#£: 0 

ft^tifc 3-(N-Boc-6-75 7#:/nK;U) 75 y-9-x^;l/#;i/AV-;i/ (6.01 
g) £ 60 mL (A^^^^U 60 inL 0 4N £K<Z>S^^1f >$££illA, tK 

?&T-e 30 ^nuk ^viT^iaT i. 5Npra^ufco sjs^tcx— r-^siin^., 

0.44 g O 6-7$ /*yo< ;V7$ ;-9-Xf JWJW^y-^S^fc. 

t#£>*lfc 6-7 5 / *yn<JV7^y-9-x^JW\ i ^ (530 mg) 18 mL 
07th-hU;H:SjBL, 494 mg©MM7jcm^-hU^A, 255 mg ©Z3f>| 
^□U F£JJD*_, ^iaT3^itj^bfeo RJS?fezK£;!jn;L, 10%^X>m7K^^ 
T**?n b KBIX^l/T JSffi U fee W&S * y * r> ATf^H L > 
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w • 

(igHtiK: ^DD^A/^^y-^= 9 6/4), 236 mg 

fee 

'H-NMR (300MHz, CDC1 3 ) 6 1.2-1.7 (m, 6H), 1.31 (t, 3H), 2.31 (t, 2H), 3.34 

(m, 2H), 4.17 (q, 2H), 7.0-7.2 On. 3H) , 7. 22-7. 46 On, 3H). 7.60 (brs. 1H) , 

7.87 (dd. iH), 8.06 (dd, 1H). 8.20 (d. 1H). 8.51 On, 1H), 8.59 {d. 1H). 9.01 
(d. 1H) 

FAB-MS We) 428 M + 



mmm 9 : its® 1-9 <d^j& 

5?r—i-)V' 3-7*- >T^ts)V - VU-^7f^-Kv 8 3 31 (1924) (Dj5 
fe\ZJz D UMLfc 6-— h P-l. 2. 3. 4-^ h7k K n#JU/\V-;K5. 04 g) £ 50 mL 
h>£?Sfl?U 2. 25g<D7kWt{tl]VV&* 8. 45 g oiW Wu tf;i/£: 

in*., 50 , ct3tniauT3NFPfl«^bfc. s^t*suaA, tffffib Testis 

2. 60 g <D N-< V^a tf;l/-6-x h n-1, 2. 3. 4-t- h^kFo^WZ-M^. 
nztift N— r V :/n fc°;i/-6-n h n-1. 2, 3, 4-x h 7 k K n#;i>AV-;K2. 60 ?) 
£ 100 mL ©g^MlC^U 2.75 g (D^I&^SPx., 5(TCK:ljni&bT 3 PtfelJiJ^L 

(^IS% : ^^□DpC^>/g^mx^;P=7/3), 1. 35 g<BN— fV^D 
k;V-6-T^ y-1. 2, 3. 4-t- b ^ k K u%)WVS-)\,&&tt. 

&\z, 5.43 g© 6-r^y^^o>^^^;i/xx^;^M^ 6.78 g<D\-±y 

^I/>XM-^oU h\ 3.03 g £> MJX3Mi/7^ 50 mL O^nn^^ 
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V>/mm.3-^)V=7 /3), 5.50 gCD6- (\-j-7?U>7)l*-)l) 7 5 J tl 
*^D>i/f^XXfJV (3.35g) &*?S—Mzmmh* 20 mL CD m-KMit 

m-^rnxm^tLxmrn^jixm^rzo^mm^m^mr' h u oat^ 

Lfc&, ^i^SffTtfiU, 3. 02 6- (\-j-7?U>7,Jl<*-)l) 75/ 

±8BT#e>nfc N--f yyn tf;i^-6-T5 y-i, 2, 3, 4-t- h 7 1 f n^/W- 

;V (228 mgh ±§2T^e>nfe 6- (\-7-7*U>7.)Vft=L)V) 7^y^J7°u>m 
(321 mg). DCC (226 mg), HOBt (153 mg) £3 mL ©DMF £i§#PU iSTl 2 

xmihvtzo ^mm*mmm*m*mmxik&\^tz.&. m^mi-hvuAx 

•rm^b tig|3M£: ^>/»«X5 1 Jl'= 7 /3), 250 mg 0Mt£& 1 - 9 £ 



'H-NMR (300MHz. CDC1 3 ) 5 1.1-1.6 (m, 6H>. 1.52 (d, 6H) , 1.7-2.0 On, 4H), 
2.15 (t, 2H), 2.54-2.76 (m. 4H). 2.86 (m, 2H) , 4.52 (sep. , 1H), 5.33 (t, 1H) , 
7.1-7.7 (m. 6H), 7.90 (d, 1H), 8.01 (d, 1H). 8.23 (d. 1H), 8.68 (d, 1H) 
FAB-MS We) 532 (M+H) + 



MUM 1 0 : it&Vl 1-10 <D&J& 

50 g 0 N-X^JW JW^/-^-3-*^*^nt7^T k K § 1 L©7-fch>K*8 
#U fcttTfcXi&'V U 7 A 70. 6 g £J[J*.T 3 R^ifcftLfc^ 100 mL 

&7k®mizmffiLtzo k\z. mmz&mxm&m&iiL. mimsfcttm&mtb. 
33 g <d n-jL^frtuwv;— )v#>m&mito 

#f>nfcN-x^;u*;w\*v/-ji/-3-*;i/3i?>K (4. 78 g) <h^^-^-;i- • • 
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i/1-)V -^S7hU^ I4 0#, 2 6 4 31 (1 9 9 7^) mm,<Dl5& 
K:<kOII3SLfca)-N-Boc-7 5 y^>^75 > (4.04 gh DCC (4.32 g), HOBt 
(3.06 g) £ 50 mLtf)DMF fc*8#U 6 f^ftlljf #Lfc 0 £J&*&£3i&U 

tdtik. W&tfc* lOOmL 0> ? ^it>lC^b, 100 mL <D 4N-^(D v : ^^+>->^ 
4.02 g(DN-Xf;W3- (w-T^ / ^O^-JlT ^ / ft 

(198 mg) ii^m^U^A (310 mg) £ 2 mL © DMF >X)\s-fc~)l 
^□UH (45 mL) £fiP;t. 3 St^^bfc,, SJ^M^tK^JPATv^ n o 

m^)V£^V><Dm&mfrt>mi£gh$:ff 85 mg coit^it^ 1-10 

'H-NMR (300MHz, CDC1 3 ) : 5 1. 3-1. 9 {m, 6H), 1.50 (t, 3H), 2.98 (s, 3H) . 3.29 

(m, 2H), 3.58 (m, 2H) , 4.39 (q, 2H) . 4.50 (t. 1H) . 6.34 (t, 1H). 7.20-7.30 

On, 1H), 7.4-7.6 (m, 3H). 7.92 (dd, 1H), 8.16 (d, 1H), 8.58 (d, 1H) 

FAB-MS We) 401 M* 

mmm 1 1 ■. 1 - 1 1 

'H-NMR (300MHz, CDC1 3 ) : 6 1. 04 (t, 3H, J=7. 4Hz), 1.4-1.9 (m, 10H), 1.44 (t, 
3H) , 2. 9-3. 0 (m, 2H) , 3. 2-3. 4 (m, 2H) , 3. 53 (m, 2H) , 4. 38 (a, 2H) , 4. 48 (brs, 
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1H), 6.44(brs, 1H), 7.2-7.6 (m, 4H) , 7.90 (dd, 1H), 8.15 (d, 1H). 8.57 (d, 
1H) 

FAB-MS We) 430 (M+H) + 
%mm 1 2 : 4k&® 1-12 

'H-NMR (300MHz, CDC1 3 ) : <5 0.87 (t, 3H), 1.4-1.7 (m. 15H), 1.44 (t, 3H). 2.90 

(m, 2H), 3.13 (m, 2H). 3.53 (m, 2H), 4.3-4.5 (m, 3H), 6.4 (brs, 1H), 7.2- 

7.6 (m, 4H), 7.94 (dd, 1H) , 8.18 (d, 1H). 8.57 (d, 1H) 
FAB-MS We) 500 (M+H) + 

mmmi 3 -.'tt&mi- 1 3 

•H-NMR (300MHz, CDC1 3 ) : 6 1. 3-1. 9 (m, 6H) . 1.36 (d, 6H), 1.43 (t, 3H) , 
3. 1-3. 24 (m, 3H) , 3. 52 (m. 2H) , 4. 3-4. 5 (m, 3H) . 6. 50 (br, 1H) , 7. 2- 7. 6 (m, 
4H), 7.92 (dd, 1H), 8.12 (d, 1H). 8.57 (d, 1H) 
FAB-MS We) 430 (M+H) + 

mmrn 1 4 : 4t&m 1-14 

'H-NMR (300MHz, CDC1 3 ) : 6 1. 3-1. 7 (m, 6H) , 1.42 (t, 3H). 3.06 (br, 2H), 3.48 
(m, 2H). 4.38 (a, 2H), 4.9 (br. 1H), 6.35 (br, 1H) , 7.2-7.7 (m, 6H), 7.8-8.0 
(m, 5H), 8.18 (d, 1H), 8.43 (d. 1H), 8.56 (d, 1H) 

FAB-MS We) 514 (M+H) + 

mmm 1 5 : K&m 1-15 

'H-NMR (300MHz, CDC1 3 ) : 5 1. 4-1. 8 (m, 6H), 1.44 (t, 3H), 3.02 (m, 2H), 3.49 
(m, 2H), 4.38 (a, 2H), 4.9 (br, 1H), 6.40 (br, 1H), 7.2-7.6 (m, 7H), 7.8-8.0 
(m, 3H) , 8. 18 (d, 1H) . 8. 57 (d, 1H) 
FAB-MS We) 464 (M+H) + 
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nmm 1 6 : 1 - 1 6 

'H-NMR (300MHz, CDC1 3 ) : 5 1.4-1. 8 (m, 6H) , 1.45 (t, 3H), 2.90 (m, 2H), 3.42 

(m. 2H). 4.39 (q. 2H), 6.3 (br. 1H), 6.40 (br, 1H), 7.2-7.7 (m, 6H), 7.92 

(dd, 1H), 8.08 (dd, 1H). 8.18 (dd, 1H) , 8.28 (dd, 1H) , 8. 48 (dd, 1H), 8.54 
(d, 1H), 9.04 (dd, 1H) 
FAB-MS We) 515 (M+H) + 

mmm 1 7 •. vc&m 1-17 

'H-NMR (300MHz, CDC1 3 ) : 6 1. 2-1. 5 (m, 6H), 1.38 (t. 3H) , 2.8-2.9 (m. 2H), 

2.84 (s, 6H), 3.33 (m, 2H), 4.30 (q, 2H), 5.34 (t, 1H), 6.56 (t, 1H), 7.1- 

7.5 (m, 7H), 7.92 (dd, 1H). 8.07 (d, 1H), 8.20 (d. 1H), 8.33 (d), 8.58 (d, 
1H) 

FAB-MS We) 557 (M+H) + 

1 8 : 1-18 

'H-NMR (300MHz. CDC1 3 ) : 6 1. 11 (d, 6H). 1.4-1.7 (m, 6H), 1.45 (t, 3H) , 2.34 

(sep., 1H), 3.29 (m, 2H), 3.54 (m, 2H), 4.39 (q, 3H), 5.65 (br, 1H), 6.42 
(br, 1H), 7.2-7.6 (m, 4H), 7.91 (dd, 1H), 8.14 (d, 1H), 8.58 (d, 1H) 
FAB-MS We) 394 (M+H) * 

mmm 1 9 : ft&m 1-19 

'H-NMR (300MHz, CDC1 3 ) : <5 1. 0-1.8 (m, 16H). 1.40 (t, 3H), 2.0-2.1 (m, 1H), 

3.29 fa. 2H), 3.41 (m, 2H), 4.38 (a, 2H), 5.64 (t, 1H), 6.48 (t, 1H), 7.2- 

7.6 (m, 4H), 7.94 (dd, 1H), 8.18 (d, 1H), 8.60 (d, 1H) 
FAB-MS We) 434 (M+H) + 
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nmm 2 o : 1-20 

'H-NMR (300MHz, CDC1 3 ) : 6 1. 4-2. 0 On, 21H), 1.45 (t, 3H) , 3.27 (m, 2H), 3.52 
On, 2H) , 4. 36 (q, 2H) . 5. 70 (br, 1H) , 6. 60 (br, 1H) , 7. 2- 7. 6 (m, 4H) , 7. 94 
(dd, 1H), 8. 18 (d, 1H), 8.59 (d, 1H) 
FAB-MS (m/e) 486 (M+H) + 

mm 2 1 : it^m 1-21 

•H-NMR (300MHz. CDC1 3 ) : 6 1. 4-1. 9 On. 6H), 1.45 (t. 3H). 3.45-3.60 On. 4H), 
4. 39 (q, 2H) , 6. 40 (br, 1H) , 6. 42 (br. 1H) , 7. 2- 7. 6 On. 7H) . 7. 70-7. 80 (m, 
2H). 7.90 (dd. 1H), 8.12 (d, 1H), 8.56 (d, 1H) 
FAB-MS (m/e) 428 (M+H) + 

mmm 2 2 : {t&m 1-22 

'H-NMR (300MHz. CDC1 3 ) : 6 1.41 (t, 3H), 1.5-1.9 (m, 6H). 3. 50- 3. 60 On, 4H). 

4. 30 (q, 2H) , 6. 30 (br, 1H) , 6. 42 (br, 1H) , 7. 1- 7. 6 On. 8H) , 7. 80-7. 90 On, 

3H), 8.06 (d, 1H), 8.28 (dd, 1H), 8.51 (d, IF) 
FAB-MS (m/e) 478 (M+H) + 

2 3 : fl^tl 1-23 
'H-NMR (300MHz, CDC1 3 ) : 6 1. 43 (t, 3H), 1.5-1.6 On, 2H) . 1.6-1.8 On, 4H), 
3.45-3.60 (m, 4H), 4.36 (q, 2H), 6.60 (t, 1H). 7.08 (t. 1H) . 7.2-7.3 On. 
2H), 7.37 (d, 1H), 7.43 (d, 1H), 7.50 (dd) , 7.86 (dd, 1H). 8.08 (d. 1H) . 8.16 
(ddd, 1H). 8.53 (d, 1H), 8.61 (d. 1H), 9.10 (d, 1H) 
FAB-MS (m/e) 429 (M+H) + 

mmm 2 4 •. it&m 1-24 

'H-NMR (300MHz, CDC1 3 ) : 6 1. 35-1. 50 On, 2H) , 1.36 (t. 3H). 1.50-1.70 On, 4H), 
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2.74 (s. 6H), 3.10 On, 2H), 3.46 (m, 2H), 4.28 (g, 2H), 4.90 (br. 1H), 6.78 

(br, 1H), 7.21 (dd. 1H). 7.31 (d, 1H). 7.37 (d, 1H), 7.46 (dd, 1H), 7.92 (dd. 
1H), 8.08 (d, 1H), 8.59 (d, 1H) 
FAB-MS We) 431 (M+H) + 



mmm 2 5 -. 1-25 o&is, 

)V^-)V) --h)V?VS-)V (162 mg) > F - )l-S-ft >M (95 mgh DCC 
(103 mg), HOBt (77 mg) £ 3 mL © DMF £i§«?U ifit"2 4mfflSt&\stto K 

^-y->/^x^=7/3), 250 rag (Ditte® 1 - 2 5 £t#fc 0 
'H-NMR (300MHz. CDC1 3 ) : <5 1. 43 (t. 3H), 1.5-1.6 On. 2H). 1.64-1.80 On, 4H). 
3. 50-3. 60 On. 4H) . 4. 58 (q, 2H) , 6. 37 (br. 1H) . 6. 45 (br. 1H) . 6. 54 (br. 1H) . 
7.20-7.38 On, 4H). 7.42 (d. 1H). 7.49 (ddd. 1H). 7.63 (dd, 1H). 7.89 (dd, 1H). 
8.08 (d, 1H), 8.11 (d. 1H), 8.42 (br. 1H). 8.58 (d, 1H) 
FAB-MS We) 467 (M+H) + 



HJfiM 2 6 : it^m 1-26 

'H-NMR (300MHz. CD 3 0D) : 6 1. 41 (t. 3H). 1.46-1.82 (m, 6H), 3.40-3.52 On. 4H), 
4.30 (q, 2H), 7.22 (ddd, 1H), 7. 44-7. . 56 On, 3H), 7.78 (d, 1H) . 7.88 (dd. 
1H), 7.93 (dd, 1H), 8.04 (d. 1H). 8.35 (s. 1H). 8.57 (d, 1H) 
FAB-MS We) 469 (M+H) + 
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2 7 : \M^m 1-27 
*.fttT\Z&^T. 5.29 g(DT^yx^;i/^^-X^;U7 5>II 1. 00 g0 1-t7 
^ 1/>X;1/7Jn-;1/^7 p U H^^brciT-fe hx h U )Vm 120 mL S:ITl, 
2HFWIL £j£«££«I£TT@£Lfc^ n^m\z 500 mL cDtK^JPx., v 

jET-e@£U l. 50 g cd 1-^-7^ i/>7jv*x;v7^ /x^;i/^:*x^;i/7^> 

#£>nfc l-t7 5 ? l/>XM-JV7^yxf;i/ftXfJV7$> (600 mg), 
#U6#J 1 0 fBISOT? &T1# e, nfe N-X^;l/# )vn v*-;i-3-# >m (459 mg) , 
WSC*Mi& (560 mg), hUx5 1 JUT^> (0. 30 mL) £ 3 mL 0 DMF KSSfiPU ^ 
1 P#ra«#Lfc. S^lCTK^SPK-T^x^^T^aib^, *T«IJI£ 10% 

b (i« : ^+-^>/^tXfJl/= 7 / 3 ) , 600 mg <D{t&Vl 1 - 2 7 £?#fco 
'H-NMR (300MHz. CDC1 3 ) : 6 1. 40 (t, 3H) , 2.50-2.65 U 4H) . 3. 11 (q. 2H), 
3.51 (q, 2H), 4.32 (q, 2H) , 5.81 (t, 1H) , 6.74 (t, 1H) , 7.20-7.64 On, 7H) , 
7.82-7.91 (m. 2H), 7.88 (dd, 1H) , 8.01 (d, 1H), 8.23 (d, 1H) , 8.53 (d, 1H) , 
8.68 (d, 1H) 
FAB-MS (m/e) 532 (M+H) + 



mmm 2 8 •. it&® 1-2 s 

'H-NMR (300MHz, CDC1 3 ) : 6 1. 42 (t. 3H), 3.15 (a, 2H), 3. 30-3.40 (m. 4H), 
3.54 (Q..2H), 4.35 (a. 2H) , 5.54 (t, 1H), 6.66 (t. 1H), 7.20-7.60 (m, 7H), 
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w w 

7.86-7.96 (m. 2H). 7.88 (dd. 1H), 8.06 (d, 1H), 8.23 (d, 1H), 8.56 (d, 1H). 

8.68 (dd, 1H) 

FAB-MS (m/e) 516 (M+H) + 



nmm 2 9 : oc&m 1-29 

'H-NMR (300MHz, CDC1 3 ) : 6 1. 35 (t. 3H), 2.80-2.90 (m. 4H), 3.05-3.15 (m, 2H), 
3.55-3.65 (m, 2H). 4.26 (a, 2H), 7.18 (dd, 1H), 7.28 (d. 1H), 7.36 (d, 1H), 
7.40-7.56 fa, 6H). 7.84-7.91 (m, 2H) , 7.86 (dd, 1H)), 7.88 (d, 1H), 8.06 (d, 
1H), 8.22 (dd, 1H), 8.63 (d, 1H) , 8.68 (dd, 1H) 
FAB-MS (m/e) 515 (M+H) + 



mmm 3 0 : K&m 1-30 

'H-NMR (300MHz, CDC1 3 ) : 6 1. 39 (t, 3H) , 2.41 (t, 2H) , 2.49 (t, 2H). 2.99 (t, 
2H), 3.49 to. 2H), 4.32 (q. 2H), 6.80 (t, 1H). 7.18 (dd, 1H), 7.32-7.50 to, 
6H), 7.86 (dd, 1H)), 7.92-8.00 (m, 2H), 8.16 (d. 1H), 8.24 (d, 1H), 8.60- 
8.68 (m, 2H) 
FAB-MS (m/e) 529 (M+H) + 



mmrn 3 1 : 1-31 

'H-NMR (300MHz, CDC1 3 ) 5 1.36 (t, 2H) , 
(m, 2H), 4.28 (a, 2H). 5.71 (t, 1H), 
1H), 7.30-7.70 to. 6H), 7.80-7.90 (m, 
(d, 1H), 8.51 (d. 1H), 8.68 (dd, 1H) 
FAB-MS (m/e) 500 (M+H) + 



1.40-1.60 to, 4H), 2.92 (m, 2H), 3.34 
6.56 (t, 1H). 7.20 (dd, 1H), 7.27 (d, 
2H), 8.03 (d, 1H), 8. 18 (d, 1H), 8. 24 



mmm 3 2 : K&m 1-32 

'H-NMR (300MHz, CDC1 3 ) 5 1.2-1.7 (m, 6H), 1.44 (t, 3H), 2.92 to, 2H), 3.38 
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(m, 2H), 4.38 (q, 2H) , 5.04 (t, 1H), 6.31 (bs, 1H), 7.26 (m, 1H) , 7.4-7.7 

{m, 6H), 7.91 (m, 2H), 8.03 (d, 1H), 8.18 (d, 1H), 8.25 (d, 1H). 8.56 (d, 
1H), 8.66 (dd, 1H) 
FAB-MS (m/e) 514 (M+H) + 

mmm 3 3 : it&m 1-33 

'H-NMR (300MHz, DMS0-d 6 ) 5 1.1-1.5 (m, 8H), 1.32 (t, 3H), 2.79 (m, 2H), 3.20 
(m, 2H), 4.48 (a, 2H) , 7.26 (t, 1H), 7.52 (dd, 1H), 7.60-7.80 (m, 5H), 
7.90-8.40 (m, 2H) , 8.06-8.18 (m, 2H) , 8.18-8.24 (m, 2H). 8.40 (t, 1H), 
8.60-8.72 (m, 2H) 
FAB-MS (m/e) 528 (M+H) + 



HMM 3 4 : fc&m 1-34 

'H-NMR (300MHz, CDC1 3 ) 6 1.22 (d, 3H), 1.24-1.58 (m, 6H) , 1.45 (t, 3H), 2.92 

(m, 2H), 4.28 (sep. 1H) , 4.42 (a, 2H), 5.02 (t, 1H,), 5.86 (d, 1H) , 7.26 (ddd, 

1H), 7.4-7.7 (m, 6H), 7.910-7.96 (m, 2H), 8.03 (d. 1H) G. 18 (d, 1H), 8.26 
(d, 1H), 8.58 (d, 1H). 8.68 (dd, 1H) 
FAB-MS (m/e) 528 (M+H) + 



mmm 3 5 : it&m 1-35 <d^$l 

6. 04 g<D trans-4-T^ / ^)Vzy^7 u^\^yti )V^>m^: IN A^Mit^ h U 

VAfrmmzmfrv. 8.7ig©i-t7^i/>x;i/*-j^nu f^sda, ^WlX 
fc@#:£7KTifc#bfco z.<Dmfc&m.m.i>x 10. ig©x;i/^>r^ F£#fc. # 

bntx;^>7^ F (2. 57 g) £20 mL £> Hl/X U UiL©y7x 

n;i//Kx^u;vT^h\ 1. 0mL(Dhux^;i/T^>£iPA, wx:x2mmmw^ 
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Jl//^nntf:;l'A=l/5 OlT'ill, 1.09 g <7M Vi>7^— h&'&fz* 

m^tltd V i/T-f- h £ 40 mL © hJH>Ml, 1. 5 mL £>*im^£?iT 
IT, 120-130^-? 2mmi)tiMMffiLtzo ffittiLTttz&&mte&7kX$t^lfcmi' 
tzM, 15 mL ©y^fWA75 Htl^l, 0.76 g (D (9-X3Ml/# j^AV- 
;^) -3-#;i^>M£ 0. 61 g<DWSC&m&£iQAT^T30#iI#Lfc o RJ&?£ 
K*£^T^mx^;i^fc&ffiU Wlggjf 0. IN i^miti- h U ^7 

i/2) T*mmis, o. 31 g 1-35 zmtzo 

'H-NMR (300MHz, CDC1 3 ) 5 0.8-1.0 (m, 2H), 1.0-1.3 (m, 3H). 1.35 (t. 3H), 
1.6-2.0 (m, 4H), 2.70 (m, 2H) , 3.83 (m, 1H), 4.27 (q, 2H), 5.48 (bs, 1H), 
5.63 (bs, 1H), 7.1-7.7 (m, 8H), 7.8-8.3 (m. 5H), 8.69 (m, 1H) 
FAB-MS (m/e) 540 (M+H) + 

mmm 3 6 : oc&m 1-36 (d&& 

fc&TlZ&^X, 7. 91 g(7) 1, 5-> ? T^y^>^>iC 1. 75 l-±7&]/>X 
Jl^zDlpnV b*^^b^T-fehxhU;^ 240 mL$?iTL, 

1.90 g£>5- (l-fy? U>X)l*~Jl) 7$7^>fJP75>$ifc, 

(9-x^;u-4-^ v^ti)^n^-)V)-?>-ti)V^ym.(D^ 

fc\Z, 150mg©7K^^ h U ^AlZ^m^TlZ^X 10 mL <DJ- V 7 t F P 
:7^>£JQ*., 240 mg <£>3r^;Wk Stf^niM^X&ffleterocyclesK 
45#, 585 H (1997 m iZtm^mizX Offbnfc 9-x^-^- h 7 1 F n# 
;W\*y-;i/-4-^-> (850 mg)£jjDx., 5 3ttffE£-&fco Sj^?^{C7K^Jnx.T 
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X>f;:^U 910 mg<£> DDQ SriOAT^ST lO^tt^Ufco ^^^^>i§^ 

- (^□□t^;UA) £«fc9*IJau 518mg(D(9-x^;i/-4-h FP^y*JW\^/- 

#e>ft& (9-X^;U-4-b h'n^->*;WV/- F (500 mg) £ 5 
mLWT-fehMC^U 870 mgG5^K*U^A, 260 mg 03 ^tp^l^P;^ 

gi&-e2i§igj*#b&. sjs*£K:7K£in^TBi&x^;uTiSffiu ^b^^tk 

flfcifc^ ^y^A U ?£& £ »i£TTg3c IT 50 1 mg (D (9-x^;V-4- 
#e>tlfc (9-X^;i/-4-^ h + y*My-JV)-3-7JVfkF (502 mg) * 1 mL 

<£>7-fe h >\zmmv, 600 mg <r>w?>i3 >mt> u ^A^inxx 2 nsra 30 #F«gjt 

hU^A7K^i-^bfCo7K^^gtmx^;PT^#L.fe^^m^Xi^'14tL, 
ETT'^L, i^^SiXfM^S^UT 348 mg <D (9- h 

#£tlfc 5- l/>x;i/^x;U) 7^ y^>^P7 5 > 378 mg £ 348 mg 

<7) (9-X^ ;U-4-^ h 3r V— ;W -3-* 3 mL CD ^ * A 7 

^HCMb, 247 mg<DWSC46HtSSin^.T^aT3I^B5t!t^bfc. 

- (^X^/ y \4 i +>->= 1/2) TfJfglU 96 mg <D{k&M 1 - 3 6S^fc. 
'H-NMR (300MHz, CDC1 3 ) 5 1.2-1.6 (m, 6H) , 1.44 (t. 3H), 2.92 (m, 2H) . 3.38 

(m, 2H), 4.02 (s, 3H), 4.35 (q, 2H) , 5.24 (bs, 1H), 7.2-7.6 On, 7H) , 7.9-8.3 

(m, 6H). 8.67 (m, 1H) 
FAB-MS (m/e) 544 (M+H) + 
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3 7 : fc&m 1-37 

300 mL(7)7K(I 11.3g0 3-tHn^y-4-*JI/^y7x-^kH7yX 21 g 
OBKthU^At 67. 7 mL <7»v* D^-tf-y >£Jjn*.T, 100t:T 30 #B3iQ& 
Lfeo £J&$£+<&@#&3#U Stf^lt^SfcfrLT 11. 8gOfc F^/ 
>£f#fc 0 ^tT, ^£>nfck F7y>(n. 8g)£ 200 mL<DHJ:7;M-n#K£ 

LT5-b HD+yfh7k Hn^JW^/-;H-*^>i<l: 7-h Ho + yf h 

7 1 HD*;w , c\/-;i/-6-*;i/3j?>K© i:i S£4&(7. 82 g) 

#enfeig^(2.05 g) & $0 iriL <D7±b>\zmm\s* 3. 0g©7fcK{fc 

tju^a, 7 mL (DHVit^fr&mx. imm. mm^arco EfomzmfeTx* 
gikLfzm, sswdTjcsanA, mm^jixmthvrzo mmm&m&ffiM'?? 

7>f — (IfHX3 L ;U/'\*-tf->= 12/85-25/75) (let DMML, 1. 27 g CD 5- 

xh^->^h^b KD7j;i/;ty— ;i/-6-7j;i/^>^x^xy;^;i/i 0. 77 g <d 7- 

A^/-;i/-6-7j;i/^>^^fflViT,m«HM^J3 6 £ IWJil&TjSJZlek Dita^H 1 — 
3 7 

'H-NMR (300MHz, CDC1 3 ) 5 1.2-1.5 (m, 12H), 1.7-2.0 (m, 4H) . 2.6-2.7 (m, 4H). 

2.90 (m, 2H), 3.33 (m, 2H), 4.00 (q, 2H). 4.19 (q, 2H), 5.08 (t, 1H), 6.71 

(s, 1H), 7.5-7.6 to, 3H), 7.90 {dd, 1H), 8.02 (d, 1H) , 8.14 (t, 1H) . 8.24 

(d, 1H), 8.37 (s, 1H), 8.66 (d, 1H) 
FAB-MS We) 561 M + 

H»J 3 8 : 1-38 
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8 mL CD S;i/X>^^U. 2. 14 g ©^n^x^in^ 2 Btfel 30 5^, i!Sit£i± 
?7 4- (M£XtP;V) IdJ^ftiSU 336 mg O 9-X3MV-5-X h*v#;W\V 

-;i/-6-*;i-^>m^#feo #e>n^ 9-x^-5-xh^>;fr;w^V-;i/-6-7j;i/ 

^>g?£J3^T, ^iH^J3 6 i:|WItl7i^^J;D^^l -3 8 Srfffco 
'H-NMR (300MHz, CDC1 3 ) 5 1.2-1.7 (m, 12H). 2.92 On. 2H), 3.38 (m, 2H) . 
4.24-4.40 (m, 4H), 4.86 (t, 1H). 6.81 (s, 1H). 7.2-7.6 On, 7H), 7.90 (dd, 
1H), 8.02 (d, 1H), 8.14 (t, 1H), 8.24 (dd, 1H), 8.66 (d. 1H) 
FAB-MS We) 558 (M+H) + 



^mm 3 9 : it&m 1-39 

'H-NMR (300MHz. CDC1 3 ) 6 1.2-1.7 (m, 6H). 1.42 (t. 3H) . 1.55 (t. 3H) . 2.92 

(m. 2H). 3.38 (m, 2H) . 4.22 (q, 2H) . 4.37 (q. 2H). 5.07 (bs. 1H), 7.22 (dd. 

1H). 7.3-7.7 (m. 6H), 7.92 (dd. 1H) . 8.02-8.16 (m. 3H), 8.25 (dd, 1H) . 8.66 
(dd, 1H) 

FAB-MS We) 558 (M+H) + 



mmm4 o •. ^1-40 

^uti)V)v/-)v-^-ts)v^ym^^M^xmmm3 8 tmmr^mz^r) 
1-40 &mc 0 

'H-NMR (300MHz. CDC1 3 ) 6 1.2-1.5 (m. 6H). 1.26 (t. 3H) . 1.42 (t. 3H). 1.8-2.0 
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(m, 4H). 2.71 (m, 1H), 2.91 (m, 4H), 3.32 (m, 2H), 4.02 (q, 2H), 4.12 (q, 

2H), 5.06 (bs, 1H), 7.09 (d, 1H), 7.5-7.6 (m, 3H), 7.8-8. 1 (m. 4H), 8.25 (dd, 
1H), 8.67 (dd, 1H) 
FAB-MS (m/e) 562 (M+H) + 

^IWJ4 1 : 1k&®l-4 1 

^MM3 6<D%fe-e&t > tifcfc<£y i i -3 6 (63 ig) 5 2 niLOy^PO^^ 
>£&fl?U -ISVlzlfcnistzo 1. 2mL <D 1. 0M Hj|fc*^lft:/^ p p 

tpymm&ffiTv, $o#r$m&vfc. s^m^^tk^jqa, s^pp 

= 1/2) TffiffiU 30 mg (Dit^m 1 - 4 1 

'H-NMR (300MHz, CDC1 3 ) (5 1.2-1.6 (m, 6H), 1.43 (t, 3H), 2.90 (m, 2H), 3.30 
(m, 2H), 4.29 (q, 2H), 4.98 (t, 1H), 6.35 (bs, 1H) , 6.79 (d, 1H), 7.2-7.7 
On. 8H), 7.91 (d. 1H), 8.04 (d, 1H), 8.24 (d, 1H), 8.42 (d, 1H), 8.65 (d, 
1H)' 

FAB-MS (m/e) 530 (M+H) + 

ffi&\4 1 tmmiZlsT. &ffiM4 2~mt&&14 4<Dit&W}&&f&l>fZo 
Mffiffl4 2 : {k&mi -4 2 

'H-NMR (300MHz, CDC1 3 ) 5 1.2-1.7 (m. 6H) . 1.42 (t, 3H), 2.94 (m, 2H) , 3.36 
(m, 2H), 4.24 (q, 2H), 4.79 (bs, 1H), 6.55 (bs, 1H), 6.86 (s. 1H), 7.1-7.7 
(m, 6H), 7.9-8.1 (m, 2H), 8.11 (s, 1H). 8.26 (dd, 1H), 8.65 (d, 1H) 
FAB-MS (m/e) 530 (M+H) + 
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nmm4 3 :ft^«|l-43 

■H-NMR (300MHz, CDC1 3 ) a 1. 2-1. 7 (m. 6H). 1.42 (t, 3H) , 1.80-2.00 fan, 4H) , 

2.63 fan. 4H), 2.89 fan. 2H). 3.28 fan. 2H). 3.93 (a. 2H). 4.89 (t, 1H). 6.43 

(t, 1H). 6.77 (s. 1H). 7.45 (s, 1H) . 7.5-7.7 fan. 3H) . 7.92 (dd. 1H) . 8.05 

(d, 1H). 8.25 (dd. 1H). 8.65 (d, 1H) 
FAB-MS We) 534 (M+H) + 



4 : fc^tJ 1 - 4 4 

'H-NMR (300MHz. CDC1 3 ) 5 1.2-1.7 (m. 9H) . 1.7-2.0 (in. 4H). 2.6-2.7 fan. 2H). 
2.92 fan. 2H), 2.94-3.02 fan. 2H). 3.28 fan. 2H). 4.02 (a; 2H). 4.75 (br, 1H). 
6.10 (br. 1H). 6.68 (d. 1H). 6.98 (d. 1H), 7.4-7.7 fan, 3H). 7.92 (dd. 1H). 
8.06 (dd. 1H), 8.28 (dd. 1H). 8.68 (dd. 1H) 
FAB-MS We) 534 <M+H) + 

Hl»!l4 5 : 1-45 <D&& 

j^-^-jV,. iff. - Vt-fTf^f-K, 8 0 91 (1926) 0)1j 

& «fc 9 WS4 b 1,2, 3,4-fh7kFn* V-fr-G-X >M * 

(460 mg) £2. 5 mL © DMF K:*gflPU 0. 3 mL <D£ 5<t^)V* 120 ig 

^y'J*ma^^77^-tiit (^«t?£: >^nn;**>)* 490 mg 
CD N-X^ ;i/-l. 2. 3. 4-t- h7kFD^3 ;^ a* *J—)l-b-tl )Vt$ ym * f^XXf^ 

480mgON-X^-l. 2, 3, 4-x h 7 fc H u%)WV/-)\>-6-% 

sun*., in?2enmi»tfc. aaw-c, aarc^fDLTWffi 

74 



WO 00/63171 



# 




PCT/JP00/02573 



LtzfcW&M®, 400 mg <D N-X^-l, 2, 3, A-'r h 5 1 Hn^M^-JM-^Jl' 
s^>i$^fe. ^^nfeN-XfJkl, 2, 3. 4-Th7kFn^JW\' 1 /-JH-i]M 
>^ (73 mg), ^J60il3 6T#£>nfc6- (1-^-7^ U>7,)V^)V) 7^/^> 
^;i/7^> (100 mg), WSC (68 mg) £2 mL £> DMF fcjgj&U £i&T 4 B#Pi5J£# 

MD7h^77^ -TM§3 U (i§HI^: 7 0 0*^/^11^1/= 9 5/5), 
50 mg <D{£&!®} 1-45 £f#fc> 

'H-NMR (300MHz, CDC1 3 ) 5 1.2-1.5 (m, 6H) . 1.33 (t, 3H), 1.7-2.0 (m, 4H), 
2.65-2.57 (m. 4H), 2.91 (m. 2H), 3. 31 (m, 2H), 4.09 (a; 2H), 4.88 (t, 1H), 
6.11 (t, 1H), 7.2-7.3 On, 1H) , 7.5-7.7 fa, 4H), 7.9-8.0 On. 2H), 8.08 (dd, 
1H), 8.25 (d, 1H), 8.68 (dd, 1H) 
FAB-MS (m/e) 518 (M+H)* 

mm 4 5 tmmzvx. mmm4 e-mmms 3©<b^*^bfc. 

m&M4 6 : -4 6 

'H-NMR (300MHz, CDC1 3 ) 5 1.20-1.34 (tt, 2H) , 1.4-1.6 fa, 4H) , 2.94 fa, 2H), 

3. 39 fa, 2H), 3.88 (s, 3H), 4.90 (t, 1H), 6.25 (t, 1H), 7. 20-7. 3 5 fa, 1H), 

7.38-7. 45 (m, 2H), 7.48-7.66 (m, 4H), 7.90-7.96 fa, 2H) , 8.06 (dd. 1H), 8.14 
(dd, m, 8.26 (dd, 1H), 8.55 (d, 1H), 8.67 (dd, 1H) 
FAB-MS (m/e) 499 M + 

^«J4 7 : it^l-4 7 

'H-NMR (300MHz, CDC1 3 ) 5 1.20-1.34 fa, 2H) , 1.4-1.6 fa, 4H) . 1.70 (d, 6H), 
2.92 fa, 2H), 3. 39 On. 2H), 4.95 (t, 1H), 5.01 (sep. . 1H). 6.26 (t, 1H), 
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7.20-7.3 5 (1. 1H), 7.4-7.7 (m. 6H), 7.86-7.96 (m. 2H), 8.04 (d, 1H), 8.15 
(d. 1H), 8.26 (dd, 1H), 8.56 (d, 1H), 8.67 (dd, 1H) 
FAB-MS (m/e) 528 (M+H) + 



»S#J4 8 : ib£-tll -4 8 

! H-NMR (300MHz, CDC1 3 ) 5 0.95 (t. 3H) . 1.2-1.6 On. 8H). 1.60 (m, 2H), 2.92 

(m. 2H). 3.41(m. 2H), 3.80 (t. 2H). 4.91 (t, 1H), 6.24 (t. 1H). 7. 20-7. 3 5 (m. 

1H), 7.4-7.7 (m. 6H). 7.88-7.96 (m. 2H) , 8.05 (d. 1H). 8.14 (d, 1H). 8.26 
(dd, 1H), 8.55 (d, 1H), 8.67 (dd, 1H) 
FAB-MS (m/e) 542 (M+H) + 



mM&\4 9 : it^l -4 9 

1H-NMR (300MHz, CDC1 3 ) 5 1.20-1.40 (m. 2H), 1.4-1.6 (m, 4H) . 2.96 (m. 2H), 
3.40 (m. 2H), 3.80 (t, 2H), 4.51 (t, 2H), 5.05 (t, 1H), 6.38 (t, 1H), 7.20-7.30 
(m, 1H). 7.45-7.70 (m, 6H). 7.90-8.00 (m, 2H), 8.06 (d. 1H). 8.14 (d. 1H) , 
8.27 (dd. 1H). 8.58 (d, 1H), 8.69 (dd. 1H) 
FAB-MS (m/e) 544 (M+H) + 



MMM 5 0 : fc&m 1-50 

'H-NMR (300MHz, CDC1 3 ) 5 1.36 (d, 6H) , 1.80-2.00 (m, 4H), 2.70-2.80 On, 4H) . 

3.18 (sep. 1H). 3.28 (s, 3H). 3.36 (m. 2H), 3.62 (t. 4H). 3. 69 (m, 4H), 4.20 

(t, 3H), 4.58 (brs. 1H), 6.58 (brs, 1H) . 7.28 (d. 1H). 7.58 (dd, 1H), 7.96 

(d, 1H) 

FAB-MS (m/e) 465 M + 

mmm 5 1 : 1-51 

'H-NMR (300MHz, CDC1 3 ) 5 1.33 (t, 3H) . 1.80-2.00 (m, 4H), 2.70-2.80 (m. 4H) , 
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2.94 (s, 3H), 3.34 (in, 2H) , 3.63 (t, 2H), 3. 69 (m, 4H), 4.09 (a, 2H), 4.91 

(brs, 1H), 6.56 (brs, 1H), 7.27 (d, 1H). 7.59 (dd. 1H), 7.97 (d, 1H) 
FAB-MS We) 407 M + 



mmm 5 2 •. 1-52 

'H-NMR (300MHz, CDC1 3 ) 5 1.35 (d, 6H). 1.80-2.00 On, 4H), 2.70-2.80 (m, 4H), 
3.16 (sep. 1H), 3.33 (m, 2H). 3. 63 (t, 4H), 3. 69 (in, 4H), 4.08 (q, 2H), 4.58 
(t, 1H), 6.64 (brs, 1H), 7.27 (d, 1H), 7.59 (dd, 1H), 7.97 (d, 1H) 
FAB-MS We) 435 M + 

nffiM 5 3 : ft&m 1-53 

'H-NMR (300MHz, CDC1 3 ) 5 1.80-2.00 (m, 4H), 2.70-2.80 (m, 4H), 2.94 (s, 3H), 
3.29 (s, 3H), 3.33 (m, 2H), 3.60-3.74 (m, 8H), 4.20 (t. 2H), 4.92 (brs. 1H), 
6.59 (brs, 1H), 7.29 (d, IB), 7.60 (dd, 1H), 7.96 (d, 1H) 
FAB-MS We) 437 M + 



450 mg (D* )Vn^J-)l-Z-t> )lTS>m.*^)\,3LX^)V* 7 mL <D**S-Mzm 
ML. 2. 5 mLcD 2N h U ^AtK^&JDA, 6 0 *CT 3 Ltz. 

V—)l-3-%)Vtf>Wt&&tz. fetlfc*Jl/A'7-JH-iJJ^>i (205 mg), ^ 

»ra#e>fi£6- a-^y^uyx)i^~)V) t^/^>^;i>t^> (292 mg), 

WSC (192 mg) £5 mL © DMF fc»»U SfiT3fifM»«iLt 0 Effi«KzK£Jn 

TfifSS U (^m% : £ no*W^ * y -;i/= 9 5 / 5 ), 123 mg <r>ft&m 3- (1- 
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'H-NMR (300MHz, DMS0-d 6 ) 6 1.16-1.30 (m, 2H) , 1.3-1.48 (i, 4H) , 2.79 (m, 2H), 
3.15ta. 2H), 7.21 (ddd, 1H), 7.39 (ddd. 1H). 7.46-7.54 (m, 2H), 7.60-7.74 
(m, 3H), 7.89 (dd. 1H) , 7.94 (t, 1H), 8.06-8.16 (m, 3H), 8.21 (dd, 1H), 8.31 
(t, 1H), 8.62 (d, 1H), 8.66 (dd, 1H), 11.54 (s, 1H) 
FAB-MS (m/e) 486 (M+H) + 



mmm 5 5 : its® 1-54 <d£& 

tf-)V)ti)WVj-)V (70 mg) 0. 3 iL ©y^f^Tt h7^ Hi 1. 0 niL ©7t 
h- WJUDU&mzmmis* O. 030 mL<DHJX^Jl/7^>, 0. 010mL£>&ft:7 

^ X ^;V= 9 / 1 h 56 mg (Dit&W) 1-54 £#fco 

'H-NMR (300MHz, CDC1 3 ) 6 1.13-1.30 fa. 2H) . 1.3-1.48 On. 4H), 2.06 (s, 3H) , 
2.84 (m, 2H), 3. 73 (t, 2H). 4.64 (t, 1H) . 7.27-7.36 On, 1H), 7.44-7.70 (m, 
6H). 7.72 (dd, 1H). 7.94 (d, 1H), 8.08 (d, 1H) . 8.11 (d, 1H), 8.22 (d, 1H) , 
8.42-8.46 On. 2H) , 8.63 (dd, 1H) 
FAB-MS (m/e) 528 (M+H) + 



&mm 5 6 : 1-55 
mmm 3 2 o-js&nmznizfc&m 1-32 (256 mg) * 2 il <d dmf k:»»u 

1 12 mg cd «t 5 -ft^^JW, 690 mg comMti U ^ ASrJnx., 6 0tT"3 P#ISfl£#bfc. 

g£bfc&, jSS**">U*^JW^n-7h^^7>f-TmSb mmi'^fu 
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w • 

n*$>/mM^Jl=9/ 1), 169 mgcTMt^tjl - 5 5&ntz<, 
'H-NMR (300MHz, CDC1 3 ) 5 1.32-1.54 (m, 3H) , 1.44 (t, 3H), 1.58-1.70 (m, 4H) , 
2.85 (s, 3H), 3.25 (t, 2H), 3.46 (m, 2H), 4.37 (q, 2H), 6.52 (t, 1H) , 7.26 
(dd, 1H), 7.4-7.7 (in, 6H) , 7.92 (d, 1H) , 7.98 (dd, 1H), 8.05 (d, 1H) , 8.13-8.24 
(m, 2H), 8.62 (d, 1H), 8.74 (d, 1H) 
FAB-MS (m/e) 528 (M+H) + 



mmm 5 7 : it^m 1-56 <d&$l 
mmrn 1 0 ©^sti# 6 ntz n-x^;u-3- ( a-7 ^ j ^ >^-)vr ^ ; t) 

)V) -t}fr;VJ-)l (162mg) tm*7?)m (74 mg) £ 3 mL <D2 a D^Atl 
L (^ii : y ^7 D D / ^ >/ill^= 8 / 2 ) , 20 mg <D4t&%>) 1 - 5 6 £ 

ft/to 

'H-NMR (300MHz, CDC1 3 ) 5 1.4-1.55 (m, 2H), 1.42 (t, 3H), 1.60-1.80 (m, 4H), 
3.51 On, 2H). 3.72 (t, 2H), 4.37 (q, 2H), 6.44 (t. 1H), 7.26 (ddfi, 1H), 
7.34-7.46 (m, 2H), 7.45 (ddd, 1H), 7.62 (dd, 2H), 7.76 (dd, 2H) , 7.91 (dd, 
2H), 8. 12 (d, 1H), 8. 56 (d, 1H) 
FAB-MS (m/e) 454 <M+H) + 



mmrn 5 8 : 1-57 

'H-NMR (300MHz, CDC1 3 ) 5 1.40 - 1.50 <t+m, 5H), 1.55 - 1.70 (m, 4H), 3.00 
-3.10 (m, 2H), 3.47 - 3.68 (m, 2H), 4.38 (q, 2H) , 5.70 (br, 1H). 6.50 (br. 
1H), 7.26 (s, 1H), 7.38 - 7.55 (m. 4H), 7.93 (d, 1H) , 8.14 (d, 1H), 8.21 (d, 
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1H), 8,57 - 8.63 (m. 1H), 8.75 - 8,78 (m, 1H), 9.08-9.14 (m, 1H) 
FAB-MS (m/e) 465 (M+H) + 

mnm 5 9 : K&m 1 - 5 8 

'H-NMR (300MHz, CDC1 3 ) 5 1.85 - 2.05 (m, 4H), 2.68 - 2.78 (m, 4H), 3.21 (q, 
2H), 3.28 (s, 3H), 3.53 - 3.67 (m, 8H) , 4.18 (t, 2H) , 5.80 (br, 1H) , 6.67 
(br, 1H), 7.25 - 7.40 (m, 2H), 7.59 (d, 1H), 7.97 (s, 1H) , 8.12 (d, 1H) , 8.65 
- 8. 80 (m, 1H) , 9. 00 - 9. 20 (m, 1H) 
FAB-MS (m/e) 501 (M+H) + 



mmm 6 0 : fl^tl 1-59 

'H-NMR (300MHz, CDC1 3 ) <5 1. 36 (d, 6H). 1.4-1.9 (m, 6H) , 1.80 - 2.00 (m, 4H) , 
2.70-2.80 (m, 4H) , 3.1-3.2 (m, 3H), 3.49 (m, 2H). 3.92 (t, 2H) , 4.18 (br, 
1H), 4.21 (t, 2H), 6.28 (br, 1H) , 7.29 (d, 1H), 7.56 (dd, 1H) , 7.94 (d, 1H) 
FAB-MS (m/e) 450 (M+H) + 

mmm 6 1 •. <t&m 1 - 6 o 

'H-NMR (300MHz, CDC1 3 ) 5 1.36 (d, 6H) , 1.4-1.9 (m, 6H) . 1. 80 - 2. 00 fa, 4H), 
2.70-2.80 (m, 4H) , 3.05-3.20 (m, 3H), 3.40-3.55 On, 4H), 3.60 (t, 2H) , 3.73 
(t. 2H), 4.23 (t, 2H), 4.34 (br, 1H) , 6.34 (br. 1H), 7.29 (d, 1H) , 7.56 (dd, 
1H), 7.93 (d, 1H) 
FAB-MS (m/e) 494 (M+H) + 



6 2 : 1-61 

'H-NMR (300MHz, CDC1 3 ) 5 1.36 (d, 6H) , 1.4-1.9 (m, 6H) , 1. 80 - 2. 00 (m. 4H) , 

2.65-2.80 (m, 4H), 3.1-3.2 (m, 3H) , 3.49 (m, 2H), 4.48 (t, 1H) . 4.66 (s, 2H), 

5.33 (br, 1H), 5.59 (br, 1H), 6.41 (br, 1H), 7.19 (d, 1H), 7.60 (dd, 1H), 
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7.99 (d. 1H) 

FAB-MS We) 463 (M+H) 



mmm 6 3 : it&® 1-62 

'H-NMR (300MHz, CDC1 3 ) 5 1.8-2.0 (m, 4H). 2.72 On. 4H), 3.27 (s, 3H), 3.43 
(m, 2H), 3.5-3.7 (m, 8H), 4.18 (t, 2H), 6.65 (m, 1H) . 6.93 (m, 1H), 7.25 (d, 
1H). 7.56 (dd. 1H), 7.94 (d, 1H) 
FAB-MS We) 492 (M+H) + 

mmm 6 4 : Qc&m 1-63 

'H-NMR (300MHz, CDC1 3 ) (5 1.8-2.0 (m, 4H), 2.72 On, 4H) , 3.28 (s, 3H). 3.5-3.8 
(m, 10H), 4.21 (t, 2H), 6.52 (in, 1H), 7.18 (m, 1H) , 7.29 (d, 1H), 7.57 (dd, 
1H), 7.96 (d, 1H) 
FAB-MS We) 455 M + 



%Wft 6 5 : itttm 2 - 1 (D£;j& 

9-x^-l, 2, 3, 4-rh7k HD*;WV/-JH-*M*>1 2. 30 g £ 2- (2- 
7$7xh+y)x^y-Jl/ 1. OOg^f/^^^^^AT^ H 30mU^fl?U Z. 

-nwsc mmm 1. si g&ua \.5m$M#&, ^xnKm^w±\, 

on^>= 5/9 5) xmm.V7)Vu-)V\.^ g^%ti 0 

fc\ZZ\<D7)\,n-)\, 1. 55 g £ t°U :/> lOmL £ig#PU h;i/X>7Jl^-;l^ 
□ U K 1. 07g$riP^^-e3B#r^^b^ o 7jcT^^^^±bW^li^^X^ 

^TjsttiLT, mmmx 1 0, 7Jct 3 hk ^^tkt 1 0^^, mii^u 

T h ->^- h 1. 79 g ^tffeo h ~>^- h 91 mg £ Z-tJWJb-l 2, 4- h U TV* 
-;U 19mg ^T-fe h-hUJl^ 3 ml izmML, h'JxW5> 0. 034 mL ZMtl 
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9o~ioo 9 mmmmhtz. *TEjstfit&* ^assKKx^Tauib^ 

WN o^^ TLC («?x^JKD#-) T*MHMfc'&«2-l (18 mg) Sr&fc. 
'H-NMR (300MHz, CDC1 3 ) 5 1.30 (t, 3H) . 1.8-2.0 (m, 4H), 2.70 (b. 4H) . 3.28 
(t, 2H).3. 66 (bs, 4H). 3.76 (t, 2H), 4.05 (q, 2H) , 6.90 (b, 1H) , 7.24 (d, 
1H), 7.60 (dd, 1H), 8.00 (s, 1H), 8.04 (d, 1H) 
FAB-MS (m/e) 414 (M+l) 

tews stmmizLx, mmme 7(o^**^ufc. 



mmm 6 6 •. its® 2-2 

■H-NMR (300MHz, CDC1 3 ) 5 1.32 (t. 3H) , 1.8-2.1 (m, 4H) , 2.20 fan. 2H), 2.7-2.8 
(m, 4H), 2.71 (t, 2H), 2.92 (t. 2H), 3.60 (m. 2H) , 4.08 (q. 2H), 4.16 (t, 
2H), 6.63 (t, 1H), 6.96 (s, 1H), 7.06 (s, 1H), 7.26 (d, 1H), 7.56 (s, 1H) , 
7.57 (dd, 1H), 7.95 (d, 1H) 
FAB-MS (m/e) 397 (M+l) 



mMM 6 7 : iKG® 2-3 

'H-NMR (300MHz, CDC1 3 ) 5 1.31 (t, 3H) , 1.8-2.0 (m, 4H) , 2.70 (m, 4H) , 3.12 
(t, 2H), 3.70 (m, 6H) , 4.07 (q, 2H) , 6.85 (m, 1H), 7.02 (s, 2H), 7.24 (d, 
1H), 7.60 (dd, 1H), 7.99 (d, 1H) 
FAB-MS (m/e) 412 (M) 

mmm 6 8 -. 2-4 mstt&m 2-5 cd&& 

-ih-x h ? ^-)v*m i^ztiz^r,. mmizhxit^ 2-4 t<t&w 2-5 

£f§fc. ft^2-4t^»2-5I^Wl7f^ TLC (BW*X^;W 
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2-4 

'H-NMR (300MHz. CDC1 3 ) 5 1.33 (t, 3H), 1.7-2.0 On, 4H), 2.72 (m, 4H), 3.67 
(m. 4H), 3.83 (t, 2H), 4.10 (q, 2H), 4.31 (t, 2H), 5.22 (bs, 1H), 6.56 (t, 
1H), 7.26 (d, 1H). 7.53 (dd, 1H), 7.94 (d, 1H) 
FAB-MS We) 398 (M+l) 

K&m 2-5 

'H-NMR (300MHz, CDC1 3 ) 5 1.33 (t, 3H), 1.7-2.0 (m, 4H). 2.72 (m, 4H). 3.65 
On, 4H), 3.97 (t, 2H), 4.0-4.2 On, 4H) , 4.61 (t, 1H), 6.70 (t, 1H), 7.28 (d, 
1H), 7.56 (dd, 1H), 7.99 (d, 1H) 
FAB-MS We) 398 (M+l) 

%mw 6 9 : it-km 2-6 
mmme 5Ti#^n^h->-^-h 1. 2i%^^^^)v-^)vat^ k 8mL 

7i?{kj- HJ^A 0. 51 g£Un*.T$J 100t;©ffc?ST 1. 5 SIF«^tfc„ Rjfcjg 
£&K*£jDATSJ&£f?jfcU BfcKx^TJMLfc., W«S*7KT 2 UK & 

15 mUzmmis 10%A°^v^7AS'l4^ 150 mg£inAT£j££S&£*5&fiJj|L (3? 

Wk&i/Vtstfhtl^&Zu-? btf?7j J —)V/i?9uu*5> >= l 5 

/8 5) T'iilT7^>0. 56 g&#feo 

-<Z)T^>140 mg£7-fehx hU;i/5 mHcigffiU U £ A 1 17 mg, 2 

nmU^vx^O.08 mL SrioAT^iST 5 P#EH£#Lfc. S^^^TkS 
2ra*TSJS£#itLfc^ S^Kx^TttaiLfc. W«Ji£fiSID:£&*Tife#& 

= 1/9) T«fiHM2-6 (79 mg) 

'H-NMR (300MHz, CDC1 3 ) 5 1.2-1.4 On, 9H) , 1.8-2.0 On, 4H), 2.70 On, 4H) , 
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3.0-3.2 (m, 3H), 3.55 (t, 2H) , 3.68 <b, 4H) , 4.0-4.2 (m, 6H). 6.65 (m, 1H), 
7.25 (d, 1H), 7.58 (dd, 1H), 7.98 (d, 1H) 
FAB-MS (m/e) 466 (M) 

mffiM7 0 •J-'fV^P^-B-^hD-l, 2, 3,4-^h^t \*u%)V>VS-)MD& 

. • V+U TtV 8 3 31 (1924) <D75 

QWmXslZ 6-x h D-l, 2, 3, 4-rh7t F D #;W\V-;K5. 04 g) * 50 mL 
©7-feh>K8#U 2.25gO*ifcft*Uf A, 8. 45 g ©ct "5 AH* V^O 

mx, ^x:\zmuLx 3mrmwvrz a K)tmz7^tu^. m^vt^mm^mib, 

2. 60 g <D N-f V 7* n tf;W-6-- h n-1, 2, 3, 4-^ h 7 k H □ ^;WX^-;V^#fc 0 
7 1 : N-f V7°n k°;W6-T^ 2, 3, A-J- V 7 t HU*JW^/-JKD^ 

J* 

N-<vynk°;i/-6--bP-l, 2, 3, 4-rh7b Ho*JW^/-Jl/ (2. 60 g) * 100 
mLCDKigfC^U 2.75g©$M!&£iH]*., 50-C(;KLT3iF B 11^bfc o KJfc 

^□P^>/»^=7/3) Tilt, 1.35gON^V7'DHJM-7 

^J£0«l 7 2 : N->T V k°;i/-6-^ ^ 7 4- ^Jl^-^T 2, 3, 4-T" h 5 t 

N-<vynt>6-75 /-I, 2, 3, 4-fh7kKa*W/-JV (9. 84g), 5. 05g 
®HJx^JV7S>£ lOOmL >fci§«?U 7.85g©^nn^7 
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mm-. s\*-v->/m&ji3 L )i=8/ 2) tussle, ^-v-ytrnm^juo 
m^mm^^n^B^n ^ 2.27 gcDN-^vynb^-e-^iy^^;^-;!/ 

7^7-1, 2, 3, 4-t- h 7 k H njjjWW-fr&nfco 

mmm7 3 : it^^}4- 1 co -□fiS; 

N— T V y D k';H-7 x y ^ y*;^^7 ^ J -I 2, 3, 4-^b^b Hn^^t 
V-JV (88 mg) £ 3 mL <DW no^^X Til h ~ h U (1/1) ic 

}£fl?u 40*to^^;i/T^>^^y-;^^ (96 mg) ^sqatm^^^^t8b# 

63 mg (Dit^mA - 1 £?#fc e 
'H-NMR (300MHz. CDC1 3 ) 6 1.60 (d, 6H) , 1.8-2.0 (m, 4H) , 2.68-2.82 (m+d, 7H), 
4.62 (sep. 1H), 6.10 (br, 1H), 6.96 (dd, 1H), 7.34 (d, 1H), 7.41 (d, 1H) 
FAB-MS (m/e) 285 (M) + 



^MM7 4 : ik&W4-2(D&f& 

N-^V7°DlfJH-7xy^->^M-Jl,75;-l, 2, 3, 4-rh7bHD*M 
V—)V (88 mg) Zi?s7nn*i?>lzmmL. 31 mg (Db Fn^yiW^ 

H B B ^Sfe, 7irh-hU;PT^LT35 mg (Dit^A - 2 
'H-NMR (300MHz, CDC1 3 ) (5 1.60 (d, 6H) . 1.8-2.0 (m, 4H), 2.66-2.82 (m, 4H) , 
3.38 (m, 2H). 3.71 (t, 2H), 4.62 (sep. 1H), 5.12 (t, 1H), 6.28 (br, 1H) , 6.96 
(dd, 1H), 7.36 (d, 1H), 7.41 (d, 1H) 
FAB-MS (m/e) 315 (M) + 

mffiffl 7 5 : {t&fy)4 - 3 (Dti&L 
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7£>£JBV^ &«^i£0J7 4<hI^t;:UTli:^$)4-3£^J&Lfco 

'H-NMR (300MHz, CDC1 3 ) a 1. 50-1. 80 (m+d, 10H), 1.8-2.0 fa, 4H), 2.66-2.82 

(m, 4H), 3.26 (m, 2H), 3.66 On, 2H), 4.62 (sep. 1H), 6.15 (br, 1H), 6.96 (dd, 

1H), 7.32 (d, 1H), 7.41 (d. 1H) 

FAB-MS We) 343 (M) + 

MMM 7 6 : 4-4 (D^^L 

mmm 74* ©bet, t h d ^ s^x^jwt 5 > ©rcfc 0 {3 4-7 s/^d^ 
h u ^ mt^mM 7 4 iiwiti^ Lxit^m 4-4 £^f&bfc 0 

'H-NMR (300MHz, CDC1 3 ) 5 1.59 (d, 6H) , 1.6-2.0 On, 6H). 2.37 (t, 2H), 2.7-2.8 

On. 4H), 3.31 (t, 2H), 4.61 (m. 1H) , 6.92 (dd, 1H) , 7.30 (d, 1H), 7.42 (d. 
1H) 

FAB-MS We) 338 (M) + 



mmm 7 7 : oe&m* - 5 <d^& 

zyJL^)V7 3. > &m ^ttHJS^J 74t H^td I/T^ 4-5 £-&f£Ufc. 
'H-NMR (300MHz, CDC1 3 ) 5 1.57 (d, 6H), 1.8-2.0 (m, 4H), 2.6-2.8 (m, 4H) , 3.42 
(t, 2H), 3.54 On, 4H), 3. 66 On, 2H) , 4.59 On, 1H). 6.95 (dd, 1H) . 7.33 (d, 
1H), 7.38 (d. 1H) 
FAB-MS We) 359 (M) + 



mMW7 8 : <b£tl4- 6©-£j& 
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'H-NMR (300MHz, CDC1 3 ) «5 1. 60 (d. 6H) , 1.52-1.68 (m+d, 10H), 1.8-2.0 (m, 4H) , 
2.66-2.82 (m, 4H), 3.10-3.26 (m. 4H) . 4.56 (t, 1H). 4.62 (sep. 1H), 4.75 (br, 
1H), 6.15 (br, 1H). 6.96 (dd, 1H), 7.32 (d. 1H), 7.41 (d, 1H) 
FAB-MS We) 448 (M) + 



nffiM7 9 : <t&%?}4-7<D£f& 

^^JSM7 4<h[ig*£lcLTft£«M-7££j£Lfc. 
'H-NMR (300MHz, CDC1 3 ) 5 1.57 (d. 6H), 1.8-2.0 (m, 4H), 2.64-2.78 (m, 4H) , 
4.50-4.62 (m, 3H), 5.93 (br, 1H) , 6.61 (br, 1H), 6.98 (dd, 1H), 7.17 (ddd, 
1H), 7.32-7.40 (m, 3H), 7.67 (ddd, 1H). 8.46 (dd. 1H) 
FAB-MS We) 363 (M+H) + 

mmm 8 o : it^m4 - 8 <D^f& 

'H-NMR (300MHz, CDC1 3 ) 5 1.57 (d, 6H), 1.8-2.0 (m, 4H), 2.64-2.78 (m, 4H), 

4.42 (d, 2H), 4.56 (sep., 1H) , 5.09 (t, 1H), 6.25 (br, 1H) , 6.94 (dd, 1H) , 
7.20-7.26 (m, 1H), 7.32 (d, 1H), 7.38 (d, 1H), 7.65-7.68 (m, 1H) , 8.4-68.49 
fa, 2H) 

FAB-MS We) 363 (M+H) + 

mmm 8 1 : \t^4 - 9 cd&i& 

^Jfi0H7 4 4 J £>g23£T, t FD^vX5 L ;i/7 5>0^DtC4-t°3U ;VT5> 
£JBV>, ^«^»r|7 4tmm\ZLTik&%Q4-9$:&f8 t lstz 0 
'H-NMR (300MHz, CDC1 3 ) 5 1.57 (d, 6H), 1.8-2.0 (m. 4H), 2.64-2.78 (m. 4H), 

4.43 (d, 2H), 4.56 (sep.. 1H) . 5.24 (t, 1H), 6.41 (br, 1H), 6.98 (dd, 1H), 
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7.24 (d, 2H), 7.36 (d, 1H) , 7.39 (d, 1H), 8.50 (d, 2H) 
FAB-MS (m/e) 363 (M+H) + 

mifeffl 8 2 : it^4- 1 0 (D£& 

'H-NMR (300MHz, CDC1 3 ) 5 1.57 (d, 6H), 1.8-2.1 (m, 6H), 2.65 to, 2H), 2.73 
(m, 2H), 3.19 (da, 2H), 4.00 (t, 2H), 4.58 (m, 1H), 5.02 (m, 1H), 6.46 (bs, 
1H), 6.92 (s, 1H), 6.93 (dd, 1H) , 7.03 (s. 1H) , 7.34 (d, 1H), 7.36 (d, 1H) , 
7.63 (s, 1H) 
FAB-MS (m/e) 379 (M) + 

mmrn 8 3 •. 5-1 

AV-;V (228 mg). 161 mg 0y^^75 J XDVtf-fr* uy^i H, 152 mg <D 
bUx^;i/T^>^2mL^> ? ^nn^^>^^b, ^i&T— HfeJfc#bfco &Jft 

□ D/^>/^iX^=8/2) ^□□^^>t^>© 

S^^^6S*SS*frV^ 78 mg 0>te&m 5 - 1 £#fc<, 

'H-NMR (300MHz, CDC1 3 ) 6 1.57 (d, 6H) , 1.80-2.00 (m, 4H), 2.64-2.74 (m, 4H), 

3.04 (s, 6H), 4.56 (sep. . 1H), 6.25 (br, 1H>. 7.02 (dd, 1H), 7.31 (d, 2H), 

7.46 (d, 1H) 

FAB-MS (m/e) 299 (M) + 

8 4 : 5-2 
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'H-NMR (300MHz, CDC1 3 ) 6 1.18 (d, 6H) 1.54 (d, 6H), 1.80-2.00 (m, 4H) . 

2. 60-2. 80 (m, 4H) , 2. 86 (s, 3H) , 4. 46-4. 68 (m, 2H) , 6. 40 (br, 1H) , 7. 02 (dd, 
1H), 7.30 (d. 2H), 7.46 (d, 1H) 
FAB-MS (m/e) 327 (M) + 



8 5 : itt;® 5-3 

'H-NMR (300MHz, CDC1 3 ) 6 0.94 (t, 3H) , 1.25-1.45 On. 2H), 1.57-1.70 (m+d, 
8H), 1.80-2.00 <m, 4H), 2. 60-2. 80 (m, 4H), 3.01 (s, 3H), 3.38 (t, 2H). 4.55 
(sep., 1H), 6.28 (br, 1H), 7.02 (dd, 1H), 7.32 (d, 2H), 7.48 (d, 1H) 
FAB-MS (m/e) 341 (M) + 



'H-NMR (300MHz, CDC1 3 ) 6 1.52 (d, 6H), 1.80-2.00 (m, 4H), 2.60-2.75 (m, 4H), 

3.04 (s, 3H), 3.50 (t, 2H), 3.80 (t, 2H), 4.55 (sep., 1H) , 7.02 (dd, 1H), 

7.10 (br, 1H),7.31 (d, 2H), 7.44 (d, 1H) 
FAB-MS (m/e) 329 (M) + 



nmm 8 7 •. it^m 5-5 

'H-NMR (300MHz, CDCI 3 ) 6 1.54 (d. 6H), 1.65-1.90 (m, 6H), 2.28 (S, 6H), 2.39 
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(t, 2H), 2.60-2.75 (m, 4H), 2.91 (s, 3H) , 3.39 (t, 2H), 4.52 (sep. 1H). 7.01 
(dd. 1H), 7.27 (d, 1H), 7.57 (d, 1H), 9.36 (br. 1H) 
FAB-MS We) 370 (M) + 

mum 8 8 : ft^t) 5-6 

'H-NMR (300MHz, CDC1 3 ) 5 1.55 (d. 6H), 1.60-2.00 (m, 8H), 2.60-2.80 (m, 4H) , 
3.00 (s, 3H), 3.41 (t, 2H), 3.70 (t, 2H) . 4.54 (sep, 1H) , 6.50 (br, 1H), 7.03 
(dd, 1H), 7. 30 (d, 1H). 7.46 (d, 1H) 
FAB-MS We) 358 (M+H) + 

8 9 : it&m 5-7 (D^$L 

(8.0g) £ 150 mL (D* ? J -MzmffihTfcifcL. H 

^U^^*^^^OVh^^^^-(MeOH:CHCl 3 =l:20)T^^^i^V^c:o f# 
fctlfc Boc 4* (9.0 g) * 500 mL (DELUy 7^\Z.£Q, lilitt 100 mL 
©**Tl*7kH075X 4.4 g ©Tfc^fcU^AT^S-tfAfcflll*., 60<C 

Tlfc*bT3«£*IBbfc. $e,tC^^7-;V (lOOmL) SiPAT*&U 9. 8 g 

i&T @#J&# (fc£ b fctf 6 W«JH SB8xf;VTi Hi b fee £ f&ft 6% 

(/^;-^:^nn*;VA) KcfcOttRbT 4. 25 gON-Boc-N-^JUTS/ 

»6nfcN-Boc-N-^^7 5/^y-;V (4.00 g) £ 200 mL ©HP 7 7* 
S3RS»bT35mL©«l*^h7k HD^^^t^b, 60X*^4t^ 
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HJ^A (1. 77 g) £Jq*, ifiT30M*f Ifc. ttV>T, 1. 87 mL © 3 V{t* 

x^THbfiBU *fc«fctf«afD£4ft*TllEl:^ft^ «EE»ttLfc. 

y'J*^7A^D7h//77^- (^x^;i//^\++l->=l/4) tc«J;D 
*t$ULT4. 25 g©N-Boc-N-*3\JU-N-j* H*~>:/^;i/7^ 
&\Z, nt>tltz* (956 mg) £ 10 mL ©v^1t>{-^b> 20 mL 

-;i/T^y-i. 2, 3, Hn^j;wtv-ji/ 05 mg) ?lt \ mmmm 

=Ht>=4/6) .fc«tOHi!ibT 202 mg ©ffc^fe 5 - 7 £#fc 0 

'H-NMR (300MHz, CDC1 3 ) a 1. 55 (d, 6H), 1.6-2.0 (m, 8H), 2.6-2.8 (m. 4H), 3.00 

(s. 3H), 3.36 (s, 3H), 3.40 (t, 2H), 3.47 (t, 2H), 4.54 (m, 1H), 6.63 (bs, 

1H), 7.04 (dd, IB). 7.30 (d, 1H), 7.45 (d, 1H) 

MS (m/e) 371 (M) FAB-MS We) 370 (M) + 



fzmm 9 o : it^m 5-8 <d-&$l 

^8609 8 8T£j&L£fci^35- 6 (195mg)£5mL©ey>?>£$S#U 50.6 

U tf&x^TliaJU ^mm& IN 7K^«ttJCfiaiP^7KTlIiI 

^tl^^MT'5c:i^<^^5 1 ;i/^;i/Ay5 K 5 mL lc:igfi¥U 106 mg ©7 
5?fW-hUSASJn*., 90r©^m;30#M*Ufco TKTEJSfctfikU Mftx' 

7^fctt (205 mg) #5ftfc7^fc4fc (205 mg) £ 6 mL <£>x^ /-;WC 
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^□7h^77>f- U^/-JV/^nD^A=l/9-15/8 5) fc<kt) 
ff^bT 138 mg 5-8 

'H-NMR (300MHz, CDC1 3 ) 5 1.3-1.6 (m, 4H), 1.52 (d. 6H). 1.8-2.0 (m, 4H), 2.43 
(m, 2H), 2.6-2.7 (m, 4H), 2.93 (s. 3H), 3.24 (t, 2H). 4.53 (m, 1H), 6.80 (br. 
1H), 7.05 (dd, 1H), 7.32 (d, 1H), 7.41 (d, 1H), 8.01 to, 2H) 
FAB-MS We) 357 (M+H) FAB-MS We) 370 (M) + 

mmm 9 1 : it^m 5-9 cd^j& 

'H-NMR (300MHz, CDC1 3 ) 5 1.55 (d, 6H), 1.80-2.00 (m, 4H), 2.65-2.80 (m. 6H), 
3.20 (s, 3H), 3.71 (t, 2H), 4.58 (sep. , 1H), 6.39 (br, 1H), 7.02 (dd, 1H), 
7.32 (d, 2H), 7.44 (d... 1H) 
FAB-MS We) 338 (M) + 

mmm 9 2 •. K&m 5-10 <d&&, 

2 _ (2-75;xh^y) 3L&J—)V (4.19 g) £ 10 mL©h;VX>tcSF»b, 
2.84 mL o^>s;;V^>'*^-^^n , J F£iHl*.fc. 1 l$M**l s b& 

^ ( ^ y-;i / /^nn^A=l/2 0) fc«k OiitT 2. 61 g 
3-* - ;i^T ^ y # £#fco 

tt^nfc^^v^^v^^-^T^y^ (0.96g) £ 200mLHP:7 
7*nK:£0g*«Jfcb, 4 mL <0«lzK5 L h7kHn7 7>K:*#bfc. 
310 igO**ft , J^^7;^-^A*«)o< OJP^ 60tl:iPil 30 
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^AT^:*iLTMJEE»«Sbfco &g%i&nM?ZZti3L< 10 mL <D 5 a a A 
-1, UM-Th^kKDAM^ (150 mg) ^in^Tl 2P#r B ^P^il^bfc 0 

132 mg (D{t£>%} 5-10 

'H-NMR (300MHz, CDC1 3 ) (5 1.57 (d, 6H), 1.8-2.0 (m, 4H), 2.6-2.8 (m, 4H), 3.03 
(s, 3H), 3.59 (t, 2H), 3.72 On, 4H), 3.83 (m, 2H), 4.57 (m, 1H), 7.03 (dd. 
1H), 7.32 (d, 1H), 7.48 (d, 1H) 
FAB-MS We) 373 (M) + 



mMM9 3 : <k&® 5 - 1 1 <D^f& 

mmm 92* ©ie^t* 2- (2-7 ^i^yix^y -;u<Dftb d k ~> ^ p ^ 

'H-NMR (300MHz, CDC1 3 ) 5 1.55 (d, 6H), 1.3-2.0 (m, 14H), 2.6-2.7 (m, 4H), 
2.88 (s, 3H), 4.15 (m, 1H), 4.56 (m. 1H). 6.24 (bs, 1H), 7.01 (dd, 1H), 7.30 
(d, 1H), 7.52 (d, 1H) 
MS We) 367 (M) + 



mmm 9 4 : 5-12 
mmm 92^ <d 2-(2-7$/xh+y)i^; -;v©ftfc> 0 1 1 r ans-4- 

'H-NMR (300MHz, CDC1 3 ) 5 1.55 (d, 6H), 1.4-2.1 (m, 12H), 2.6-2.7 (m, 4H), 

2.86 (s, 3H), 3.59 On, 1H), 4.24 On, 1H), 4.55 On. 1H), 6.24 (bs, 1H), 7.01 
(dd, 1H), 7.30 (d, 1H), 7.50 (d, 1H) 

93 



WO 00/63171 - PCT/JPOO/02573 



MS (m/e) 383 (M) + 



mmm 9 5 •. 5-13 <d^j& 

Fn7;i/7U;V7^>^ffi^^ *£teH«£0!l 7 4 £ faille £rf&bfc 0 

'H-NMR (300MHz. CDC1 3 ) 6 1.54-2.0 (m+d, 10H), 2.65-2.80 (m, 4H), 3.03 (s, 

3H), 3.30 (dd, 1H), 3.61 (dd, 1H) . 3.82-3.90 On, IB). 3.92-4.01 (m. 1H). 

4.08-4.16 (1. 1H), 4.52 (sep. . 1H), 6.98 (dd. 1H), 7.28 (d. 1H), 7.50 (d. 

1H), 8.05 (brs, 1H) 

FAB-MS (m/e) 369 (M) + 

mmm 9 6 •. vc^m 5-14 <d^& 

48i , 1 9 9 9l, (199 2^)IB«©^ST#&n* (2-fc^U >V 

'H-NMR (300MHz. CDC1 3 ) 5 1.40-1.54 (m. 2H) . 1.55 (d. 6H) . 1.56-1.70 (m, 4H) , 

1.78-2.00 (m, 4H). 2.45-2.60 (m, 6H). 2.60-2.80 (i. 4H) . 2.98 (s. 3H). 3.39 

<t, 2H). 4.54 (sep. 1H). 7.09 (dd. 1H). 7.30 (d. 1H). 7.44 (d. 1H). 9.48 (brs. 
1H) 

FAB-MS (m/e) 397 (M+H) + 

$mm 9 7 : \\&m 5-15 <d&& 

4 8#, 1 9 9 91, (i 9 9 2¥)IB^(D^'e#?>n^(2-(4-N-^5 1 ^tf^^ 

'H-NMR (300MHz, CDC1 3 ) 5 1.55 (d. 6H). 1.75-1.95 (m. 4H). 2.31 (S. 3H). 
2.40-2.80 (m, 14H), 2.98 (s, 3H). 3.41 (t. 2H). 4.54 (sep.. 1H). 7.12 (dd, 
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1H), 7.31 (d. 1H), 7.43 {d, 1H), 8.98 (br, 1H) 
FAB-MS (m/e) 412 (M+H) + 

&ffim 9 8 : 5-16 <D&& 

4 8i, 1 9 9 91, (1 9 9 2m fBi&(D#&T# (2-^* U 7 X^;U) 

'H-NMR (300MHz, CDC1 3 ) 51.55 (d. 6H), 1.75-1.95 (m, 4H), 2.55-2.80 (in, 10H), 
2.99 (s, 3H), 3.43 (t, 2H), 3.70-3.80 (m, 4H), 4.54 (sep. , 1H) , 7.06 (dd, 
1H), 7.31 (d. 1H), 7.45 (d, 1H). 8.72 (brs, 1H) 
FAB-MS (m/e) 399 (M+H) + 



PCT/JP00/02573 



m&W9 9 : ik&m 5 - 1 7(D^$L 

$mm$ 2$*mmx. 2- (2-7$yih+y) x^y — ;i,©ft;fot> 2-7^ 

'H-NMR (300MHz, CDC1 3 ) 5 1.56 (d, 6H), 1.8-2.0 (m. 4H), 2.6-2.8 (m, 4H), 3.04 
(s, 3H), 4.56 (in, 1H), 4.64 (s, 2H), 6.36 (bs, 1H) , 7.03 (dd. 1H), 7.24 (d, 
1H). 7.32 (d, 1H), 7.46 (d, 1H), 8.58 (d, 2H) 
FAB-MS (m/e) 376 (M) + 



mmm 100: its® 5 - 1 8 <d^i& 
mmm7 4^<Dm^, tFn^yx^7^>©itt)Dti 2- (2-73^75 

'H-NMR (300MHz, CDC1 3 ) (5 1.55 (d, 6H), 1.75-2.00 (m, 4H) , 2.60-2.80 (m, 4H), 
2.98 (S, 3H), 3.15 (t, 2H), 3.86 (t, 2H) , 4.54 (sep, 1H) , 7.05 (dd, 1H). 7.18 
(ddd, 1H), 7.23 (d, 1H), 7.30 (d. 1H), 7.47 (d, 1H), 7.63 (td, 1H), 7.80 (brs, 
1H), 8.62 (dd, 1H) 
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FAB-MS We) 391 (M+H) + 
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10 1: 5-19 CD^ 

^xniM2JW-*-5:*HJ-te, 2 7#, 1 4 71, ( 1 9 9 0^) E*®*i* 

'H-NMR (300MHz, CDC1 3 ) 5 1.54 (d. 6H), 1.78-1.98 (m, 4H) , 2.65-2.75 (m, 4H), 
2.86 (t, 2H), 2.94 (s, 3H) , 3.60 (t. 3H) , 4.56 (sep, 1H) , 6.40 (br, 1H) , 
6.98 (dd. 1H). 7.15-7.30 (a, 3H), 7.48 (d, 1H) . 7.66 (ddd, 1H), 7.788 (brs, 
1H), 8.64 (dd, 1H) 
FAB-MS We) 391 (M+H) + 

mmm io2: it^m 5-20 <d<s$l 

'H-NMR (300MHz, CDC1 3 ) 6 1.55 (d. 6H), 1.75-2.00 (m. 4H), 2.65-2.80 (m, 4H), 
2.92 (t, 2H), 2.96 (S, 3H), 3.64 (t, 2H) . 4.56 (sep, 1H), 6.18 (brs, 1H), 
6.89 (dd. 1H), 7.20 (d, 2H), 7.31 (d, IB). 7.40 (d. 1H), 8.52 (d, 2H) 
FAB-MS We) 391 (M+H) + 

MffiM 10 3: fc&Vs 5-21 (D£;& 

8E«©^i:«kt)#5nm^*5-6 (195 ng) £5mL(2tfU 
i?>\zmML, 50. 6/xl (D^^>XM-;^D , J F£Jn?U ^iBT 2. 5 P#HSI 

< 5iLO^^*^75FC»#U 111 ng®73'M5F*U^*lII 
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i. smmm&Ltzo TKTs^^jti^ smx^ji/Tjsaju ^mm 

A^n?h^77^ ^DD^A) K£D*iMLT 153ig©^*5-2 1 

'H-NMR (300MHz, CDC1 3 ) 5 1.55 (d, 6H), 1.6-2.0 (m, 8H), 2.6-2.7 (m, 4H), 3.01 

(s, 3H), 3.44 (t. 2H), 3.75 (t, 2H), 4.54 fa, 1H), 6.43 <bs, 1H), 7.07 (dd, 
1H), 7.27 (d, 1H), 7.48 (d, 1H) . 7.70 fa, 2H), 7.83 (m, 2H) 
FAB-MS We) 486 (M) + 

mmm 104 : w&m 5-22 

1- (3-75 7 y'u^M-i (5.00 g) £40 mL^T-th- MJ;Mcig 

8PU 5.03 gO^K*^^-hU^AS:JDA3k?&bfc. 6. 55 mL <D<*>V)),**is 
*M-j^DU F&!0>o< DSPX, SlTl«f|IIIJt»Lfc«, «li$«jEE«£ 

- (^^;-jI//^doma=i/2 0) ic«toifigLT^>v?;u^^;u 

#-;P75y#: (9.28 g) £*§fc„ 

*tI#enfc^>yj^+y*M- Jl,7$ 7^ (1. 31 g) £ 200 mL (DHn !7 
^XafctD^BiftLfco i*fh7kHn77> (15 mL) fcftJA, 
336 mg ©7K^^U^^AT;k^-^7A£f0o< DiDx., mx:\zljmL ZQ ftMW 

->t7AT$£*£L«£E»«Lfc. ^©^^MTS^/ciK 30 mL □ 
KJgflPU 230 mg (D N-fy7°Dt!;H-7x;+y*M-;i,75y-l, 2, 3,4- 

fh7kHD*M«/-;^t'bi: i. 5 mmmmmm.Lrzo Rj^m^ms.T-vm 

2 0) (CcfcD*i^bT 220 mg (Dik&m 5 - 2 2 £*§fc. 

J H-NMR (300MHz, CDC1 3 ) (5 1.58 (d, 6H) , 1.8-2.0 fa, 4H), 2.10 On, 2H), 2.72 
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(m, 4H), 3.01 (s, 3H) . 3.48 (t. 2H) , 4.04 (t, 2H) , 4.58 On, 1H), 6.30 (bs, 
1H) , 7. 00 (s, 1H) , 7. 05 (dd. 1H) , 7. 09 (s, 1H) , 7. 35 (d, 1H) , 7. 46 (d, 1H) , 
7.54 (s, 1H) 
FAB-MS (m/e) 394 (M+H) + 

mmm 105: <b£ti 5-23 

2-7^X^7-^ (7.2mL) £ 20 iL <D b;l/X>K}gfl?bT7k?£U 
M^^-MDUH (7.2mL) t MVX>(40mL) <DU&m*W>o < DM 

= 1/1 ©^tt^^bT^>yJV^y*J^^7 > 7* (8.20 g) * 

#e>n^^>^;i/^^^-^^^^^ (5 - 40 g) ^ 30 mLcDt ° ,J 

^>fcfig?»b, 6. 33g<Dhv;V^aU FSrJn*. 1- 5 P^ifi^bfco 7KT 

jxj££#lhb, IfilWlllll/T, W$£J1£1N «T?2@, **J:tf«Sltt 

££K:<kt)*tfiU hv7-h (5. 40 g) 2r#fc° 

mzntzhz/y-h (2.26 g) * 15 mL®T"feh^KU;WC**U 
654 Bg0 3-^;V*^h-1.2,4-hUT!/-;W 1. 35 mL O h U >ZM 
&m?L. 80«CT7«PfBftIlftUfc. *«*«*bfc«, *SiW^ ftKx^VTS! 

^=1/50) fc±0»«bTMJ7V'*-;i'MM* (1-39 mg) 

# e» nfe h u y v (552 mg) s 200 mL h □ ^ =y 7, u \zxnmmm^ 

*?frU 15 iL©JI*xh7b:Hn77>, 151 mgOTfcfcftU^AT'JVS-tf 
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20 mL ©£DP3fr;UA£Jg#u 75 mg (D N— f V yot°iH-7xy 3p->#JMSx 

y-i, 2, 3, 4-T-h5t Kn#;^AV-A£an*.T i mmmmmwLLfz.mm 

3/9 7-5/9 5) fc«fcD«»LT116 ng 0fc£« 5 - 2 3 £f|fc. 
'H-NMR (300MHz, CDC1 3 ) 6 1.56 (d. 6H), 1.8-2.0 (in, 4H), 2.6-2.8 (m, 4H), 3. 13 
(s. 3H), 3.30 (t, 2H), 3.67 (t, 2H), 4.55 (m, 1H), 7.08 (dd, 1H) , 7.33 (d, 
1H), 7.40 (d, 1H), 8.00 (s, 1H) 
FAB-MS We) 412 (M) + 

nmmi 0 6 : {k&&5-2 4 0^ 
mmmi 0 5 2-7^yx^y-;KDft:bDJ;: 3-75 7-1-7^0/^ 

'H-NMR (300MHz, CDC1 3 ) 6 1.54 (d, 6H), 1.7-1.9 (m. 6H) , 2.6-2.8 (m, 4H), 2.99 
(s, 3H), 3.53 (t, 2H), 3.62 (t, 2H), 3.96 (b, 1H), 4.54 (m, 1H), 6.70 (bs, 
1H), 7.03 (dd, 1H), 7.30-7.40 (% 2H), 7.41 (d, 1H) 
MS We) 427 (M+H) + 

mmrn 107 : 5-25 <d&j& 
mmmi 0 s^^ig^T, i-*)vtiz?v-\, ia-wt^-k^m^ 2-* 

'H-NMR (300MHz, CDC1 3 ) 6 1.56 (d, 6H) , 1.8-2.0 (m, 4H), 2.6-2.8 (m, 4H), 3.09 

(s, 3H), 3.10 (t. 2H), 3.69 (t, 2H), 4.57 (m, 1H). 7.04 (s, 2H), 7.11 (dd, 
1H), 7.34 (d, 1H), 7.43 (d, 1H) 
MS We) 412 (M+H) + 

mrnw 108: it&m 5-26 

99 



WO 00^171 ^ 0 PCT/JPOO/02573 

'H-NMR (300MHz, CDC1 3 ) 5 1.56 (d, 6H), 1.8-2.0 (m, 4H), 2.6-2.8 On, 4H) , 3.09 
(s, 3H), 3.34 (d, 2H), 3.50 (br, 2H). 3.84 On, 1H), 4.55 (sep. , 1H), 6.98 
(dd, 1H), 7.26 (d, 1H), 7.38 (d, 1H) 

MS We) 359 (M) + 

10 9: it&W) 6-1 0£rf& 

'H-NMR (300MHz, CDC1 3 ) 6 1.38 (t, 3H), 1.56 (d, 6H>, 1.60-2.00 (m, 8H), 

2.60-2.80 (m, 4H) , 3.32-3.46 (m, 4H). 3.68 (t, 2H) . 4.58 (sep, 1H), 6.60 (br, 
1H), 7.08 (dd. 1H), 7. 32 (d, 1H), 7.48 (d. 1H) 
FAB-MS We) 372 (M+H) + 

mmm no: K&m 6-2 <d&& 
%jm 74* ©least?, thw ->x5p;vt 5 > ©ftfr 0 k s?x* j - ;vt 5 

'H-NMR (300MHz, CDC1 3 ) 5 1.56 (d, 6H). 1.80-2.00 On, 4H), 2.60-2.80 (m, 4H), 
3.48 (t, 4H), 3.78 (t, 4H), 4. 08 n (br, 2H) , 4.56 (sep, 1H), 7.06 (dd, 1H), 
7.32(4 1H), 7.40 (d, 1H), 8.28 (s, 1H) 
FAB-MS We) 359 (M) + 

mMM 111: it**®) 6 - 3 <D&& 

•H-NMR (300MHz, CDC1 3 ) 5 1.54 (d, 6H), 1.75-2.00 fan, 4H), 2.60-2.80 (m, 4H). 
3.40 (s, 6H). 3.55-3. 70 (m 8H) . 4.54 (sep. 1H) , 6.94 (dd, 1H), 7.30 (d, 1H). 
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w 

7.44 (d, 1H), 8. 14 (br, 1H) 
FAB-MS We) 387 (M) + 

nmm 112: 1 - 1 

fttt^i6«7 4i|B|«(:^bfc. 

'H-NMR (300MHz, CDC1 3 ) 6 1.55 (d, 6H), 1.80-2.00 (m, 8H), 2.60-2.80 (n. 4H), 
3.40-3.50 (m, 4H), 4.55 (sep, 1H), 6.14 (br, 1H), 7.04 (dd, 1H), 7.30 (d, 
1H), 7.50 (d, 1H) 
FAB-MS We) 325 (M) + 
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^JfcM 113: 7-2 
M«^»J7 4 i^JtllC^bfc. 

'H-NMR (300MHz, CDCI 3 ) 5 1.50-2.00 (a+d. 16H), 2.60-2.80 <m, 4H), 3.50-3.80 
(m, 4H), 4.55 (sep, 1H), 6.15 (br, 1H), 7.04 (dd, 1H), 7. 31 (d. 1H). 7.48 (d, 
1H) 

FAB-MS We) 340 (M+H) + 



2&&m 114: it^m 7 - 3 

'H-NMR (300MHz, CDC1 3 ) 6 1.55 (d. 6H), 1.60-2.00 (m, 12H), 2.60-2.80 (m, 4H), 
3.50-3.60 (m, 4H), 4.55 (sep, 1H), 6.28 (br, 1H), 7.03 (dd, 1H), 7. 31(d. 1H). 
7.48 (d, 1H) 
FAB-MS We) 353 (M) + 
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mmm us: it&to 7-4 <d£j& 

■H-NMR (200MHz, CDC1 3 ) 5 1.50-2.00 (m+d, 14H), 2. 60-2.80 On. 4H), 3. 45-3. 8C 
(m. 4H) , 4. 20 (br, 1H) , 4. 55 (sep, 1H) , 6. 20 (br, 1H) , 7. 04 (dd, 1H) , 7. 32 (d, 
1H), 7.40 (d, 1H) 
FAB-MS (m/e) 340 (M-H) + 

116: 7-5 <7)£J& 

aHJSM 7 4 +®BaGT, t Fn^yx^7 S >®ttt> D (s) - (+) -2-tf a I 



'H-NMR (200MHz, CDC1 3 ) 5 1.50-1.80 (m+d, 7H). 1. 80-2.00 (m, 7H), 2.60-2.80 

(m, 4H), 3. 45-3.80 (m, 4H), 4.20 (br, 1H), 4.55 (sep, 1H), 6.20 (br, 1H) , 

7.04 (dd, 1H), 7.32(d, 1H), 7.40 (d, 1H) 
FAB-MS (m/e) 354 (M-H) + 

mmm 7 4 +©Ei*T, t FD^yxW ^ 0 K (R) - (-) -2-H a U 

•H-NMR (200MHz, CDC1 3 ) 5 1.50-1.80 (m+d, 7H) . 1.80-2.00 fan. 7H) , 2.60-2.80 
(m, 4H). 3.45-3.80 (m, 4H), 4.20 (br, 1H), 4.55 (sep, 1H), 6.70 (br, 1H) , 

7.05 (dd, 1H), 7.32(4 IB). 7.41 (d, 1H) 
FAB-MS (m/e) 354 (M-H) + 

msm lis-. K&m 7-7 <d&& 

mum 7 4 * ©ESET, yxf^7 5>ofttoDi:4-kHD^ 
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'H-NMR (300MHz. CDC1 3 ) 5 1.50-1.80 (m+d, 8H), 1.80-2.00 (m. 6H). 2.60-2.80 
do. 4B), 3.10-3.20 On, 2H), 3.80-4.00 fa, 3H). 4.55 (sep, IB), 6.34 (br, 1H), 
6.99 (dd, 1H), 7.32(d, 1H), 7.41 (d, 1H) 
FAB-MS We) 355 (M) + 



^mm 119: it^m 7-8 co-g-^ 

MM 7 4 *®Ej£T, k + ><D<fU> OC3-hKD+y k^ 

U^>£ffiK t}S»J7 4tl^itI^Lfc. 

'H-NMR (300Mz, CDCI3) 5 1.50-1.80 (m+d, 8H), 1.80-2.00 fan, 6H), 2.60-2.80 
On, 4H), 3.30-3.50 On, 3H), 3.39 (dd, 2H), 3.57 (m. IB), 4.54 (sep, 1H), 6.34 
(br, IB), 6.99 (dd, 1H), 7. 32 (d, 1H), 7.41 (d, IB) 
FAB-MS (m/e) 354 (M-B)' 



^KSfll 12 0: ik&m 7-9 
^»J7 4*<DmmT\ k Fn^S/X^;i/T$>©^D(3 2-b 0 ^U 

'H-NMR (300MBZ, CDC1 3 ) (5 1.50-1.80 (m+d, 12H), 1.80-2.00 On, 4H). 2.60-2.80 
(m, 4B), 2.80-3.00 (m, IB), 3.58 (dd, IB), 3.92 (m, 2B), 4.30-4.40 (br, IB), 

4.54 (sep, 1H), 6.98 (dd, IB). 7. 29 (d, 1H), 7.35 (d, 1H) 

FAB-MS (m/e) 369 (M) + 



MMm 12 1: ik&W 7-10 

'H-NMR (300MHz. CDC1 3 ) 5 1.50-1.80 (m. 11H), 1.80-2.00 On, 4H), 2.60-2.80 

On, 4H), 3.35-3.50 On, 2H), 3.50-3.62 On, 4H). 4.55 (sep, IB). 6. 60 (br, 1H), 
7.02 (dd, IB), 7.31 (d. IB), 7.41 (d, 1H) 
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mmm 122: it^m 7-11 

■H-NMR (200MHz, CDC1 3 ) 5 1.50-2.00 (m+d. 18H). 2.60-2.80 Cm+t. 6H), 
3.50-4.00 (e 3H), 4.58 (m, 2H), 6.85 tor, 1H). 7. 06 (dd, 1H), 7. 36 (d, 1H), 
7.40 (d, 1H) 
FAB-MS We) 384 (M) + 

12 3: 7 - 1 2 CO^gjc 

^mMFJ7 4<hH«^^bfCo 
'H-NMR (200MHz. CDC1 3 ) 5 1.20-2.00 (m+d. 17H). 2.60-2.80 (m+t, 6H). 
3.70-4.00 (m. 2H). 4.00-4.20 (m. 2H). 4.56 (sep. IB). 6.45 (br. 1H). 7.06 
\dd. 1H), 7.36(4 1H). 7.40 (d, 1H) 
FAB-MS We) 384 (M+H) + 

mmm 124: \t^m 7-13 <d^$l 
mmm 7 4 * ©Eire, t fd^'>xw 5 >®«t> o k 4-vf ^ u v> / 1° 

'H-NMR (300MHz. CDC1 3 ) 5 1.45-2.00 (d. 20H) . 2.45-2.60 On, 5H), 2.66 (t. 2H). 
2.72 (t, 2H). 2.86 (ddd, 2H) , 4.15 (ddd, 2H) . 4.55 (sep, 1H) . 6.34 (br, 1H). 
6.99 (dd, 1H). 7.31(d. 1H). 7.41 (d, 1H) 
FAB-MS We) 423 (M+H) + 

^mm 125: its® 7-14 <d&j& 
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'H-NMR (300MHz, CDC1 3 ) (5 1.55 (d, 6H) , 1.80-2.00 (m, 4H). 2.60-2.80 (m, 4H), 
3.11 (t, 2H), 3.79 (t, 2H), 4.55 (sep, 1H), 4.58 (s, 2H), 6.25 (br, 1H), 7.02 
(dd, 1H), 7. 32 (d, 1H), 7.44 
(d. 1H) 
FAB-MS We) 343 (M) + 



mmm 126: 7-15 

'H-NMR (300MHz, dmso-d 6 ) 5 1.48 (d, 6H), 1.80-2.00 (m, 4H), 2.54-2.60 On. 
6H), 2.70-2.75 (m, 2H), 3.70-3.75 (m, 4H), 4.55 (sep, 1H), 7.04 (dd, 1H), 
7.33 (d, 1H), 7.38 (d, 1H), 8.29 (s, 1H) 
FAB-MS We) 357 (M) + 



MMM 12 7: i£<&m 7-16 <D&& 

nmm 7 4 *©f2j$T, t HD^yx^7$>o^oi: 2, 6-:/^;i^;i/ 

'H-NMR (300MHz, CDC1 3 ) 6 1.21 (d, 6H), 1.55 (d, 6H), 1.80-2.00 (m, 4H), 
2.60-2.80 (m, 4H), 3.30-3.50 (m, 2H) . 3.64 (d, 1H), 3.65 (d, 1H), 4.56 (sep, 
IB). 6.40 (br, 1H), 7.06 (dd, 1H), 7. 34 (d, 1H), 7.41 (d, 1H) 
FAB-MS We) 368 (M-H) + 



MMM 12 8: it^ty} 7-17 <D^$L 
HJSM7 4 4 3 <E>fB5z!!T\ t Kn^~>x^;UT5>©^D(i 2-k Hn + yi^ 
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■H-NMR (300MHz, dmso-d 6 ) a 1. 50-1. 75 (m+d, 8H), 1.75-2.00 (m, 4H), 2.33 (br, 
1H) , 2. 60-2. 75 (m. 5H) , 2. 80-3. 04 fan. 1H ) . 3. 45-3. 60 (in. 2H) , 3. 65-3. 90 fan. 
5H), 4.55 (sep. 1H). 6.64 (br, 1H), 6.99 (dd. 1H), 7.31 (d. 1H), 7.39 (d, 
1H) 

FAB-MS (m/e) 385 (M) + 

mmm 129: K&m 7 - 1 8 

'H-NMR (300MHz, CDC1 3 ) 5 1.55 (d. 6H), 1.80-2.00 fan. 4B>. 2.60-2.80 fan, 4H) . 
2.92 (t. 4H). 3.48 (t. 4H) . 4.55 (sep, 1H). 6.35 (br. 1H), 7.00 (dd, 1H) , 
7.31 (d, IB). 7.42 (d, 1H) 
FAB-MS (m/e) 341 (M+H) + 

nmi 13 0-. 7-19 ©£# 

'H-NMR (300MHz, CDC1 3 ) 6 1.55 (d, 6H) , 1.80-2.00 (m, 4H) , 2.37 (s, 3H). 2.51 
(t, 4H). 2.60-2.80 On, 4B), 3.55 (t, 4H ) , 4.55 (sep. 1H). 6.32 (br, 1H) . 
6.99 (dd, 1H), 7.31 (d. 1H) . 7.41 (d. 1H) 
FAB-MS (m/e) 354 (M) + 



m&mi 3 1 :ft^*7-20O^ 

'H-NMR (300MHz. CDC1 3 ) 6 1. 56 (d. 6H). 1.80-2.00 (m. 4H). 2.60-2.80 (m, 4H) . 
3.66 (br, 8H). 4.56 (sep. 1H). 6.35 (br. 1H), 6.60-6.70 (m. 2H),7.03 (dd, 
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1H), 7.33 (d. 1H), 7.44 (d. IB), 7.52 (ddd, 1H), 8.21- {dd. 1H) 
FAB-MS We) 418 (M+H) + 



mmm 132: 7-21 (D&m 

'H-NMR (300MHz, CDC1 3 ) 5 1.56 (d, 6H), 1.80-2.00 On, 4H), 2.60-2.80 (m, 4H), 
3.61 (t, 4H), 3.93 (t, 4H), 4.56 (sep, 1H), 6.55 (t, 1H), 7.03 (dd, 1H), 
7.33 (d, 1H), 7.44 (d. 1H), 8.35 (d, 2H) 
FAB-MS We) 418 (M) + 



§H«J 13 3: it^M 7-22 

N-Z-x^y-;UT^> (i.57g) £ N-Boc-k°-<^> (0. 93 g) £50mL<D7 
-iz h - h U ;Mwig#U 1. 39 g ©m^^3 U ^ A£JP*_, 50tT5 B# mMW Lfc. 

W07hif77^- (^+U->/ftlfex5 1 ^=7/3) Ttt»U 1. 33 s CD 

N-Z- (N-Boc- ^ ^ y ) x^7 ^ > ^#^ 0 

^6.tlfcN-Z-(N-Boc-tr^7v f /)X5 L ^T5> (1.33 g) £5 mL ©s^Mj- 
«***«Kth'J^T«jiU «JETfcTa«U 610mg©N-Z-x^;UT=- 

^5n^N-Z-X5 L ;P7^> (610 mg) iHJfiM 3 <Djj&xmtz N-< V ^ o tf;i, 
-6-7xy^y*J^-Jl,75;-l, 2,3,4-Th7t:HD^My-^ (810 mg) 
£3 ml ©>?^nn^^>^»U, 232 mg © h U x^T^ X 3 mLOT-feh 
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$=, VA - (^U->/RKx^JV=3/7) THRU 0.53gON-<vyot: 
Jl-6- (2- (N-Z-7 ^ 7 ) t:^ U 7 V J ft)Vi£-)V7 SAU.M-fh^t 

±iBT#5nfc#;W\V-JV8i£<*: (258 mg) £ 20 mL * 7 -;W;:i§#U 

^- (^□n*;W>/**/-;V=8/2~7/3) T»»tT 120 mg CD N-^T 
y ~/X2 b°;i/-6- (2-7 5 / x^JW ^U7'^ #;W#XJV7 s;-l.U,4-fh5 

#e»nfc75>ft (100 mg) £>?#cin;**>K:SMU 55 mg cTMy^nt: 
^;V*^^D'J h\ 39 mg (D h U X^JK7 5 >£Jnx-T^T 8 StlHHKtfL 

16 mg <ZMb-&& 7-22 

'H-NMR (300MHz, CDC1 3 ) 5 1.37 (d. 6H), 1.56 (d, 6H), 1.80-2.00 (m, 4H), 2.45 

(t, 4H), 2.51 (t, 2H), 2.60-2,80 (m, 4H) , 3.18 (t, 2H ) , 3.46 (t, 4H), 4.56 

(sep, IB). 4.86 (br, 1H), 6.50 (br, 1H), 7.01 (dd, 1H), 7.30 (d, 1H). 7.41 
(d, 1H) 

FAB-MS We) 489 (M) + 

MMM 13 4: it&Wl 8-1 <D&1& 

»>^^d- 27 g) £ 24 ml OTkK^U 240 ml V^dbMVTJV 
n-JK 13.1 g ©««&SrUaA, Jt^b^o 15 ^lif^^o Sft^T* 
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• • tr^tl)V • Vit^Tx^-^ 8 3 31 (1 9 2 4) <Dj5mz£K) 
mMLTc 6-~ h n-1, 2, 3, 4-jh7b F n£;WW-;i/ (10. 0 g) £Jnx.T 5 B#f^ 
«#U $e>(C^7>^En^A(0. 53 g)&tf«*&{5. 19 g) 4 B#fyM# t 

m%yo*12 ml <D^h?h FD77>l:^U 5. 66 gOh'JxW5 
X 5. 83 g0Wj;*M-MoU Hi 15 ml O^h^t Kd77>0§ 

^ DD ^ ^>TafflLfc.t«is o. 2n mm. *^>T?i&*d*£*Tfti*u 

-)v<Dm^mm^m»u Mi±m.m-?z>z\t\z£D 5.64 g ©6-wj jtj)v 
±ET?»€»nfc 6-^;i/*u/#;i^-;i,7^/-i, 2, u-fh7th*n*M 

V— ;M503 Big) * 8 ml ©y^fMM7^ Rc&#PU 414 mg OTkWlikft U 
£A£jQAfcfl, 237 nz<D3Vi\:*J-)V£ 8 ml ©v7fJ^M7^ 

^6S^ B B B LT 89 mgO-fb^4*8 - 1 £f§fc„ 

'H-NMR (300MHz, CDC1 3 ) 0 1.80-2.00 (m, 4H), 2.62-2.75 (m, 4H), 3.48 (t, 4H), 
3.60 (s, 3H), 3.75 (t, 4H), 6.35 (br. 1H), 7.04 (dd, 1H), 7.16 (d, 1H), 7.45 
(d, 1H) 

FAB-MS We) 313 (M) + 



mmm 135: \t£m 8 - 2 

HiiSfll 1 3 4 T1#e>tife 6he;i,* u y 7a;u^-;uy ^ y-i, 2, 3, 4-5F- h ^ t H 
n;fc;wW-JM503 mg)* 15 ml ©y^fJ^M75 KK?gfi?U 414 mg<7)7K 
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mas* o. 2N &g« *, m\m**i- h 'J * A***"Cife#l- ^ ,j 

MMR (300MHz, CDC1 3 ) a 1. 30 (t, 3H), 1.8-2.0 (m, 4H) . 2.62-2.80 (m. 4H), 

3.46 (t, 4H), 3.73 (t. 4H) . 4.04 (a. 2H), 6.40 (brs, 1H) , 7.03 (dd. 1H). 7.17 
(d, 1H), 7.43 (d, 1H) 
FAB-MS (m/e) 328 (M+H) + 

^Sg^J 13 6: it&W 8-3 ©frtfc 

^JS^J 13 5 .hlRHtlCln^bfeo 

'H-NMR (300MHz, CDC1 3 ) a 0. 92 (t. 3H), 1.76 2D). 1-80-2.00 to, 4H) . 
2.60-2.70 (m, 4H), 3.47 (t, 4H) , 3.74 (t. 4H). 3.94 (t, 2H), 6.33 (br. 1H). 
7.02 (dd, 1H), 7.17 (d, 1H), 7.43 (d, 1H) 
FAB-MS (m/e) 341 (M) + 

mmm 137: 8 - 

^/-* (2.28 gh 1.80gO4-^EJV*Uy*;V^^a7-f 1. 20 g © V- 
ijx^75>£20 i»L©Th7kFn77>i:i§iU MT-iftat#bfc. 

•H-NMR (300MHz, CDCl 3 ) 6 1.55 (d, 6H). 1.80-2.00 (a, 4H), 2.62-2.75 (m. 4H), 
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3.48 (t, 4H), 3.75 (t, 4H) , 4.55 (sep. 1H). 6.27 (br, 1H), 7.00 (dd, 1H), 
7.32 (d, 1H), 7.41 (d, 1H) 
FAB-MS (m/e) 341 (M) + 

$mm 13 8: it^m 8-5 <d^j& 
'&\$mmm7i, 1 3 7\zvrz^-Dxmm\z^Lrz 0 

'H-NMR (300MHz. CDC1 3 ) .5 0. 93 (t, 3H) , 1.34 (m, 2H) , 1.69 On, 2H), 1.80-2.00 
On, 4H), 2.68 (m, 4H), 3.48 (t, 4H) , 3.75 (t, 4H), 3.97 (t, 2H) , 6.29 (brs, 
1H), 7.02 (dd, 1H), 7.16 (d, 1H), 7.43 (d, 1H) 
FAB-MS (m/e) 355 (M) + 



13 9: 8 - 6 (D£f& 

mtmmm 1 3 5 tmmiz^^.vr^ B 

'H-NMR (300MHz, CDC1 3 ) 5 0.90 (d. 6H) , 1.80-2. 00 On, 4H), 2.15 (sep., 1H), 
2.68 (t, 4H), 3.47 (t, 4H), 3.71-3.77 (m, 6H), 6.31 (brs, 1H), 7.02 (dd, 1H), 
7. 15 (d, 1H), 7.43 (d, 1H) 
FAB-MS (m/e) 355 (M) + 



mmm 140: it^m 8 - 1 <d&j& 
>*mi\ wtmt&Mi 3 5 tmmiz^Lrc 0 

'H-NMR (300MHz, CDC1 3 ) (5 0.25-0.35 (m, 2H). 0.45-0.55 (m, 2H), 1.10-1.25 (m, 
1H), 1.80-2.00 (m, 4H), 2.60-2.75 On, 4H), 3.48 (t, 4H), 3.74 (t. 4H), 3.89 
(d, 2H), 6.30 (brs. 1H). 7.03 (dd, 1H), 7.20 (d, 1H), 7.43 (d. 1H) 
FAB-MS (m/e) 353 (M) + 
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mt&W 14 1: fc&W 8-8 (D£& 

3 5 1> ©BESET, 3^ftlW^(3t^ntl^^?M-T 

1 H-NMR (300MHz, CDC1 3 ) 6 1. 80-2. 00 (in, 4H), 2.60-2.80 (m, 4H), 3.28 (s, 3H), 

3.48 (t. 4H), 3.60 (t. 2H) , 3.74 (t, 4H), 4.16 (t. 2H) , 6.35 (br. 1H), 7.03 
(dd, 1H), 7. 18 (d, 1H), 7.43 (d, 1H) 
FAB-MS We) 357 (M) + 

%ffi,m 14 2: 8-9 

m&%w&\ 135 iiwj^^-a-^b^o 

■H-NMR (300MHz, CDC1 3 ) 5 1.80-2.00 (i. 4H) . 2.60-2.80 (m, 4H), 3.50 (t, 4H), 
3.77 (t, 4H), 3.91 (t. 2H), 4.19 (t, 2H), 6.42 (brs. 1H) . 7.05 (dd. 1H). 7.14 
(d, - 1H) , 7.48 (d. 1H) 
FAB-MS We) 343 (M) + 

mmm 143: 8-10 <d^& 

£JBV>, «»«J6«7 1, 1 3 7 IZhtztf-iTWimizei&VtZo 
'H-NMR (300MHz, CDC1 3 ) 6 1.75-2.10 (m, 4H) , 2.55-2.80 to. 4H). 3.48 (t, 4H) . 
3.76 (t, 4H), 4.87 (s, 2H), 6.34 (brs, 1H) , 7.10 (dd. 1H), 7.19 (d, 1H), 7.53 
(d. 1H) 

FAB-MS We) 338 (M) + 

%mW 14 4: 8-11 ©£f& 
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tfeo ttffl^sr^jETTgit, mtgwz>'Vti¥A2n'?htf77j- mm 

ft: 2 uu*)\,& / / 9 6 /4) T»«U 97mg(D{fc£%8- 1 1£ 

'H-NMR (300MHz, CDC1 3 ) 6 1.80-2.00 (m, 4H), 2.62 (t, 2H) , 2.65 (s, 3H) , 2.97 

(t. 2H), 3.50 (t. 4H), 3.75 (t, 4H), 6.45 (brs, 1H), 7.05 (dd, 1H), 7.58 (d. 
1H), 7.95 (d, 1H) 
FAB-MS We) 342 (M+H) + 

^ffiMl 4 5 : {C&m 9 - 1 



8 3 31 (1 9 2 4) ®^l;f[;T3-^fJH--hD-l 1 2,3,4-^ h ^ h 

T V h°^-3-^ h n-i. 2, 3, 4-t- h ? t K n*;wt»/-;H« 

'H-NMR (300MHz, CDC 1 3 ) 6 1.10 (d, 3H) , 1.54 (d, 3H), 1.56 (d, 3H), 1.50-1.70 
(m, 1H), 1.80-2.00 (m, 2H), 2.20-2.30 (m, IH), 2. 70-2.90 (m, 3H). 3.47 (t, 

4H), 3.74 (t, 4H), 4.55 (sep. , 1H) 6.31 (br, 1H), 6.99 (dd, 1H), 7.32 (d, 

1H), 7.40 (d, 1H) 

FAB-MS We) 355 (M) + 

MMMl 4 6 : 4t&Qj9-2<D£!& 

'H-NMR (300MHz, CDC1 3 ) 5 1.54 (d, 3H), 1.56 (d, 3H), 1.90-2.05 (m, 1H), 
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2.10-2.30 (m, 1H), 2.64 (dd, 1H). 2.80 (ddd, 1H), 2.86 (ddd, 1H) , 3.08 (dd, 
IB). 3.44 (s, 3H), 3.50 (t, 4H), 3.68-3.80 (m, 1H), 3.75 (t. 4H), 4.55 (sep. . 
1H) 6.31 (br, 1H). 6.99 (dd, 1H). 7.32 (d, 1H), 7.44 (d, 1H) 
FAB-MS (m/e) 371 (M) + 



1 4 7 : it&W 10-1 
3K (1 9 2 4) ^^2pCT2-nhD-^-tt:Fnv^u^>^[b]^>b 4 

8 tRfilKlUTfl:^* 10-1 £^J$Lfc. 

'H-NMR (300MHz. CDC1 3 ) 5 1.49 (d. 6H). 1.60-1.80 (m. 6H). 2.49-2.60 (m. 2H) . 

2.78 (t. 2H), 2.97 (t. 2H), 3.03 (s, 3H). 3.45 (t. 2H). 3.74 (t. 2H). 4.61 

(sep. 1H), 6.51 (br, 1H), 7.05 (dd. 1H). 7.22 (d. 1H), 7.47 (d, 1H) 
FAB-MS (m/e) 344 (M+H) + 

mmM 14 8: 10-2 <d&&. 

i/tu^y? J yfrt>v*-i-fr- • Vt-f7f>f-^ 8 3 

3 S < l 9 2 4 > ©#8fc«Pi;T 2-= h n-^tt Fn^n^[bl>f>F 
-*«««U *V>T, **«7 0, «^J7 1, ««M7 2. SJ:tf3«S« 1 

0 0 trnmiz-Lxit^m 10-2 

'H-NMR (300MHz. CDC1 3 ) 5 1.47 (d, 6H). 2.50 (m, 2H). 2.76 (t, 2H). 2.94 (t. 
2H). 3.00 (s. 3H). 3.18 (t. 2H). 3.87 (t. 2H) . 4.59 (sep. 1H) . 7.03 (dd, 1H), 
7.19 (d. 1H). 7.19-7.28 (m. 2H). 7.47 (d. 1H) . 7.69 (ddd. IB), 8.61 (ddd, 
1H) 

FAB-MS (m/e) 377 (M+H) + 



mm 14 9-. K&m 10-3 <d&& 
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> vt-tJI/ ■ t ^ • >r5*^ • y-^^ 7f^ -g, 8 3 
3H (1 9 2 4) (D^m\zmCX2--bu-^\^\ 1 ^n^^n^>y[b]^>\i 

o i tmmizhxit^i o-s&Sf&vtzo 

'H-NMR (300MHz, CDC1 3 ) 5 1.47 (d, 6H), 2.51 (m, 2H), 2.76 (t, 2H), 2.90-2.97 
(m. 7H), 2.97 (s, 3H), 3.65 (t, 2H), 4.59 (sep. 1H), 6.16 for, 1H), 6.96 (dd, 
1H), 7.18-7.22 (in, 3H), 7.42 (d, 1H), 8.53 (m, 1H) 
FAB-MS (m/e) 377 (M+H) + 

mmm 1 5 0 : 10-4 <d&j& 

31 (1 9 2 4) ^^{-^13T2-- hn-^\^+ht Hnv^n^>^[b]-r>H 
3 7t^illLT^l 0-4^^bfco 

'H-NMR (300MHz, CDC1 3 ) (5 1.50 (d, 6H), 2.53 (m. 2H), 2.68 (t, 2H), 2.98 (t, 
2H), 3.52 (t, 4H), 3.78 (t. 4H), 4.65 (sep. 1H), 6.37 for. 1H), 7,02 (dd, 
IB). 7.24 (d, 1H), 7.45 (d. 1H) 
FAB-MS (m/e) 327 (M) * 



$mm 15 1: ll-l 

31(1 9 2 4) ®^feic«pi;T2-=hn-^u-t Hn->^D'\yu/[b]>f >K 
8 tlSJ^fcLT^ife 11-1 ££-J&LfCo 

'H-NMR (300MHz, CDC1 3 ) 0 1.50-2.00 (m+d, 16H). 2.60-2.70 (m. 2H), 2.85-3.00 

(m, 2H), 3.02 (s, 3H), 3.42 (t, 2H), 3.72 (t. 2H), 4.68 (sep., 1H), 6.47 for, 
1H), 6.99 (dd, 1H), 7.29 (d. 1H). 7.48 (d. 1H) 
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$mm 152: it&m 11-2 <d&i& 

3K (1 9 2 4 )* ©^SC^UT 2- h n-^^^ t F n y ^ D [b] > K 

'H-NMR (300MHz. CDC1 3 ) 6 1-57 (d, 6H) , 1.60-1.80 On, 6H), 2.75-2.79 (m, 2H) , 

2.86-2.90 (m, 2H), 2.97 (s. 3H), 3.14 (t, 2H), 3.85 (t. 2H), 4.68 (sep. IB). 

7.01 (dd. 1H). 7.17 (dd. 1H). 7.18 (d, 2H). 7.29 (d. 1H) . 7.51 (d. 1H) . 7.62 
(ddd, 1H). 7.79 tor, 1H). 8.63 (ddd. 1H) 
FAB-MS We) 404 (M) + 

mm 15 3: 11-3 

3g (1 9 2 4) (Dzmtrnvr 2-~ h n-^-y-k hd^o M >r > k 

o i tmm^xitsm 11-3 

'H-NMR (300MHz. CDC1 3 ) 6 1-57 (d. 3H). 1.60-2.00 On. 6H). 2.75-2.79 (m, 2H) , 
2.87-2.95 (n. 4H). 2.97 (s. 3H). 3.65 (t, 2H). 4.69 (sep. 1H). 6.17 (brs. 
1H), 6.94 (dd. 1H), 7.19 (dd, 2H) . 7.30 (d, 1H) . 7.44 (d, 1H), 8.53 (dd, 2H) 
FAB-MS We) 404 (M) + 

15 4: it&® 11-4 <D&& 
3I (1 9 2 4) (D^{c2pCT2-^hn-^^tFn->^n^^[b]-r>^ 

-*«i«u «sm o, $mmi i, *iM7 2, zzxtmrnmi 
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'H-NMR (300MHz, CDC1 3 ) 5 1.60 (d, 6H). 1.70-1.95 (m. 6H), 2.76-2.84 (m, 2H), 
2.88-2.96 On, 2H), 3.50 (t, 4H), 3.76 (t, 4H), 4.74 (sep. 1H), 6.33 (br, IH) . 
6.98 (dd, 1H), 7.34 (d, 1H), 7.47 (d, 1H) 
FAB-MS We) 355 (M) + 



mmm 155: it^m 5 - 1 8 commi 

10-3. fc^fcl 1-2, ft^fti l-30ffil6«[t,ra«©^fl Ete ; <fc r, |WfiL 



7c, 



^Jfifcl 15 6: fb^fc 12-1 

3-7MP-^/kH75;> (3.3 g) <^>*n^+JV> ( 2 . 2 g) £x 
^y-JU (30ml) fcjo*, »&TF 2 Kfc«£a*LT*S*lfc» 
3*M^>*"e?fteliU 7 -7)V*U-ij)],>VS-)V (1. 81 g, 48%) 

ftttg (20ml) ^OtST^U 7-7^D-*jW^ (2. 1 g) 

tmm+bWA (900 ffl g) ^Mio^wn. M^-rxic^A 

ftSn&7-7UQ-6-hD-*j W -;i, (500 mg) <h KOH 
(200 mg) ST-feh^HU^jiif,^^, 2 - 3 * h -y DA> (500 

T*«L, 7 -^^D-l-^vyn^-6--hP-7j;my--;K254ing, 
43%) #6*i7c 7 -^;^p- i -^yyntf;!,- 6 hn -ij)W^J 
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-)V (500 mg) <bFe (400 mg) £1:1 i-PrOH ^Uft^bWL 

* LT?# e> nfc»S fc*7^D7h^7>f- (1H* : "> 'J * ^> KB8»» 
»8l^:^1f» T»«U 6-75;-7-7MO-l-fV7°Dt: 
)\,-l3)\,;V/-)V (290 mg, 65%) fcfcfc. #&nfc75y# (500 mg) *&uu 
&)VJ* (10ml) fcS?*>U &<D*\Z9un£WL7 s.-)l> (190ns) *«TU 2 

U*y;W, SW*a:»Kx^;V:^tJ-» -CttfiU 7x^JW^> (263 
mg. 6 IX) £f#fc 0 

f6nfc7x-;Wl/^> (900 mg) £ (4-t°U^7) X^;i/T^> (400mg) 
^th-h'JJV (15ml) KfcfrU 2«NH«l»ELfc. Stt+Efctftfc**Un*. 

'\=MJ-» *T?*t$SU (814 mg, 81%) £f#fco 

'H-NMR (300MHz, CDC1 3 ) 5 1.53-1.57 (m, 6H), 1.77-1.93 On. 4H), z. 68-2, 73 (m, 

4H), 2.97 (t, 2H). 3.01 (s, 3H), 3.68 (t. 2H), 4.50 (Sept, 1H), 6.39 (d. 1H), 

7.15 (d, 1H), 7.22 (d, 2H), 7.98 (d, IB). 8.55 (d, 2H) 

FAB-MS We) 409 (M+H) + 



15 7: it&W 12-2 
7 oTv^-^-;P • ^ * ^r^*;U ' Vlt^ XtV — 8 3 3H (1 
9 2 4) ©7jSi:fCT2-7Mn-4-^hD7x-;VkF7y>?:ffl^ 

N--f V7°Pt°;l/- 6 -X hD - 8 -"7JW^"0- 1 . 

2> 3 4 -jh7tFD*JW^/-MM^ ^«^»J7 1, ^560117 2, 

m»u o 2o&tfL£mmzvxfc&mi 2 - 2^^^ufc 0 

'H-NMR (300MHz. CDC1 3 ) 5 1.50 (d. 6H). 1.75-1.95 (m, 4H), 2.68-2.73 (m, 4H). 
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2.93 (t, 2H), 2.97 (s, 3H), 3.65 (t, 2H) , 4.65 (Sept, 1H), 6.17 (br, 1H), 
6.87 (dd, 1H). 7.10 (d, 1H), 7.20 (d, 2H), 8.54 (d, 2H) 
FAB-MS (m/e) 408 M + 



mmm 1 5 8 : it^m 12-3 <d&& 

'H-NMR (300MHz, CDC1 3 ) 5 1.59 (d, 6H). 1.80-2.00 (m, 4H), 2.68-2.73 (m, 4H), 
3.09 (t, 2H), 3.15 (s, 3H), 4.16 (t, 2H). 4.65 (Sept, 1H), 6.86 (dd, 1H), 
7.19 (s, 1H). 7.25 (d, 2H), 7.29 (d, 1H), 7.38 (d, 2H) . 8.54 (d, 2H) 
FAB-MS (m/e) 406 M + 



mm i : Y5 ^mfr&ismmum 

t h Y5 ^cDNAS^^^- (Nature), 382 

168 M (1996 m ) *mz. PCR mz£V) Jte^arfi-S J»« U *-pcDNA3 
fcft*&tr;ii:fc«kOfTofc. ABI PRISM Dye Terminatior Kit (Perkin elmer 

aw wwenfct h Y5 »e*©5>-*x>x**wu jeh,*b*it* 

ofc. A^^ d^7^ h (Life Technokogies t) fcJfl^T, t h Y5 

M)&tf 3 H-NPY (Amersham Pharmacia Biotech &») itfef;, y y± ^ mmm (1 
mM^^>^0. 25mg/ml A v b lo^g/ml n^^X Wml 

h>B, lX^J»iEjfeW7;i,y$> S ^ tr so ^ HEPES ttfftt, pH 7.4) 
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mk\Ki$m do mm) mmc&m (io^m) 



<t&%) 1-1 9 5 it^m 1-39 

it^m 1-2 91 it^m 1-40 

ffc-a & 1 - 3 7 8 ik^fy) 1-41 

1t&%1 1-4 100 1-42 74 

5 4 

6 9 



8 0 

9 1 
5 2 



it^m 1 -5 9 8 fl^tf 1-43 

^a#J 1 - 6 9 3 ft -£$7 1-44 

° & 1 ~ 7 10 0 1 -4 5 8 7 

tt&m 1-8 100 jb^tJ 1-46 102 

0 0 
9 6 



iknffi 1-9 100 1-47 i 

it^W 1 - 1 0 9 9 1-48 



it&m 1-11 10 3 1 -4 9 9 1 

it&m 1 - 1 2 7 7 ifr&M 1-50 

fc^ft 1-13 10 9 it^m 1-51 

1-14 10 6 it^m 1-52 

ft^^J 1-15 111 ft&m 1-53 

1 - 1 6 9 4 fc^Ufa 1-54 

fl^tf 1 - 1 7 9 3 it^m 1-56 

fb^^f 1 - 1 8 8 8 it&® \ - 5 7 

1 - 1 9 8 4 ik&m 1-58 

1 -2 0 8 6 it^m 1-59 

1-21 97 it^m 1-60 

1 -2 2 8 9 it^m 1-61 

1 - 2 3 7 7 it&m 1-62 

fc^#J 1 -2 4 9 8 

fc^m 1 -2 5 1 0 0 ft£#j 2-1 71 

it^m 1 - 2 6 8 2 ft£#j2-4 

1 -2 7 9 6 ft£-#j2-6 

iktrfy) 1-28 100 

it^mi- 2 9 8 9 ft£^3-l 

fc£4&l-3 0 9 9 ft£$l3-2 

1-31 94 ft£^ 3-3 

fb£& 1 - 3 2 9 7 ft£-$j 3-4 

fk^l- 3 3 8 2 it^m 3-5 

1 -3 4 8 8 ft£^ 3-6 

fc£ttl-3 5 7 5 fc#*3-7 

1 -3 6 9 2 ft£-^ 3-8 73 



8 9 
8 0 
8 8 
6 6 

8 8 

9 4 

8 9 

6 6 

9 3 
8 6 

7 7 
5 0 



8 5 
6 7 

8 8 

9 4 

8 9 

9 6 
10 0 

9 1 
9 5 



121 



WO 00/63171 



PCT/JPOO/02573 



it£®4- 1 

it^m 4-2 

it&®4- 5 
it£®4-6 
it&®4-7 
it&® 4-8 
4-9 
ib£t) 4 - 1 0 



(1 0 juM) 



(1 0 /zM) 



lb£^ 5 - 

Ib^ti 5 - 
{b^ 5 - 

5 - 
5 - 
5 - 
it&W 5 - 
5 - 
5 - 
Ib^tl 5 - 
tt&® 5 - 
4£G® 5 - 
<b£$J 5 - 
<t&® 5 - 
4b^% 5 - 

ik£>® 5 - 
ik£® 5 - 
{b^r^i 5 - 
ik&® 5 - 
5 - 
<t&®5 
it&®5 
lt&®5 

it£®5 



1 
2 
3 
4 
5 
6 

- 7 

- 8 

- 9 
-10 
-11 
-12 
-13 
-14 
-15 
-16 
-17 
-18 
-19 
-2 0 
-21 
-2 2 
-23 
-2 4 
-2 5 



8 5 

8 9 

9 9 
9 8 

10 2 
9 9 
9 3 
8 4 

8 6 

9 2 

9 0 
9 7 

9 8 

10 1 
8 2 

8 9 

10 0 

7 5 

9 8 
10 4 

9 7 
10 0 

9 8 

9 5 

8 7 

8 6 

10 0 

10 0 
10 0 
10 3 

9 9 
10 0 

9 8 
9 5 
10 1 



4b^ 



7-4 



its® 7-5 

<k&®7-6 

<t%® 7-7 

4t&® 7-8 
{£&® 7-9 



it&M 7-1 
4b^ 7-1 



4t&® 7-1 

<b£r^ 7-1 



0 

1 

2 

<b£r^ 7 - l 3 

4 
5 

{b^7-l 6 

fc£*7-l 9 
fl^fc 7-20 
<b£-tl 7-2 1 
fl^ft 7-22 

^b-^^J 8-1 
^b-^tl 8-2 
4t&® 8-3 
lb£r^ 8-4 
fc^fc 8-5 
ik&® 8-6 
fc^tl 8-7 
fb^tJ 8-8 
<b-&tl 8-9 
ft^tt 8-10 
i£&® 8-11 

lb£r^ 9-1 
it£® 9-2 

4b£r$I 10-1 



9 0 
1 0 0 

8 8 

9 7 
9 7 
9 1 
9 7 
9 5 
9 4 

8 3 

9 6 

8 8 

9 6 
9 9 

9 2 

7 5 

8 9 
8 0 
8 6 

8 2 

9 5 

10 1 

9 8 

8 5 

10 0 

10 0 
7 3 

10 1 
7 8 
10 2 

9 6 
7 8 

10 0 
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5 - 


2 6 


10 8 


ikatyn 10- 


2 


o o 








ikntym 10 — 


3 


9 5 




1 


9 4 


ty&tfin in — 


ft 


y 4 




2 


8 6 








3 


1 0 2 


it a® 11 — 


1 


inn 

1 u u 








It&Va li- 


2 






1 


9 2 


ita^n 11 — 


Q 


10 0 




2 


9 9 


it 11- 


4 


Q 7 


it£® 7 - 


3 


9 8 












12- 


1 


10 0 

j. v V/ 








fc-^ 12- 


2 


9 6 








\k^m 12- 


3 


9 7 



M&0J2 :NPYfc«kO»»Sns«Aff»K:*fT*»«itt« 

attddYv^^ 25-35g) £fcJ*#TT?«j£U -ftft- (2.5mm) £JB 

^Tlli (bregma iD^C 1.0mm) [c-a-n^^^H Y (human/rat 
NPY.300piol/iiouse)£«#L;fc. ttttfc£4M*tt&*£«ffi3l*\ NPY l 

®^«ltt^S7fc©**i(iPlS:#Ufc^MlfffcJt^T» NPY fc«fcDSBS$ns« 
UttddYv** 25-35g) *MH&H©IE^«fc0 24 l$M& 

«tt oh/ob (8 Aft. 41g-53g) fc3KS7kfc*»Ufc*«fl:^tt**H 
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2& CD 



1- Tf20-^(I) : 




U4, -NR'-C(K -C0-NR 3 -, -NR 3 -CS-, -CS-NRK -NR 3 -SO r , 2W-S0 2 -NR3- 
Mttftftft 2^10 «©7** ^>M» »7KU>itt«tt i Xtt 2 «a±. 

Xtt-S-, HK -NR 4 -, -NR*-C(K -NR 5 -CS-, 2W-NR 5 -S0 2 - (5**, R«ia***J\ 
R« tt*7;Hp;«, Xtt«*7*;«*;*U *««7*+ 



125 



WO 00/63171 



PCT/JP00/02573 



xb±k-nr s -c(k -nr s -cs-. stf-ntf-so,- <*+. tfB±etn«T**) 

iStl&SSc 2-16 W^TW^S / *. Kftft 4~8 «<D7lf 5/9 

*x*u K*» 1~8 ^ 7 2 ~ 16 B ® * 

s*«»*»6atfn*M» <±e®«tts 6 k i x«2 w±om»*u 



_tcDB&K : £Wl-'WCt>J;V i > ; 

R'B(a»T^;ws. &m7*r-)vm, «r**=^< aiH»7->*« 

r !i r". at* r" B^-n-eftascc*^®^. *i 

M7»n*->3S, ao**>K^ 75/*. */(£»7;Mr»7S / 

2. a*5 5-7 (S±cti*si. *«7/Hf*«. ««r^ 

X. e»7;«*->*. StfADy>BW«5»6S«n?.lXtt2BR 



«»7Ji'*Ji'*. ®»7 
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-NR 3 -C(K -C0-NR 3 -, -NR 3 -CS-, -CS-NRK -NR 3 -S0 2 -, &tf-S0 2 -NR 3 - (5£*. 

©mass* lt < , ^T;^i^>^s©^n^^-r^^^ 

X#-S-. -0-, -NRK -NR 5 -C(K -NR 5 -CS-, £tf-NR 5 -S0 2 - R 4 &tfR 5 J«- 

tkT&* A&sOTfym&^-tm&lZ.iZ, X«±I2-NR 5 -C0-, -NR 5 -CS-, 
-NR 5 -S0 2 - (a*, R 5 «±sBi:^aTab^) tf>6fc*»rt>&j^ift<5*|&Xfc*L ; 

*»l-8ffl©^y7;^;uT$yat* 2-16 fl©s?7;M^7S j & 

R'^Mmwi/^ &my)v>r-)\,m, ^my^-jim. fttffc»7->;« 
2m&,±(Dmmm^hx^x^^) 

r 21 , r 22 , r 23 &^n?n&tL\z7kmm^ is«7;p*;«, i&mr 
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3. A^TIB^da), (lb), Xtt(Ic) : 






(la) 



(lb) 



(Ic) 



(±fB©*tt2M**> <ft«7^S. te»T;m*->*, 

4. A^>-tT>SI (tt^>-tf &m7)V*)lM. «7vM. 

fii^ttu<- *&*y»*n>** x«tttt*7^3 
i x« 2 fl&±o«ifc***r b*cv>T%><fcv>) t*s»*©ibh* 1 £ 

6. L*<-C0-NR'--eftO, x^-NR 5 -CO-XH-NR 5 -S0 2 -T^^>lf^^^ffl^l^ 

7. TE©HR5£ttXI) : 
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TV^T feet < , iffl7JWSX(iiii7;^ + yl(J 1 X\Z 2 m&,±(DM 

frzm&tLzwmm (&mmm\zixfc2m&±<Dmmm&mLTUT$>£^) 

8. A'WIBcD-^da), (lb), 3Ui(Ic) : 
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oc a a 



(la) 



(lb) 



(Ic) 



9. R«» ^fiftTJW^JV* (ttT;^^36»SI«lafi*^A;T^T ! b«k<, 1 X» 

10. i m mmm^, isLum.nw^^^m^^m\fn^^u 
s i xh: 2flK±irf * i xh 2 jHa±ns7^;vST»«i 
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